UNI TED STATES OF AMERI CA

FOCD AND DRUG ADM NI STRATI ON

MUTUAL RECOGNI TI ON AGREEMENT ( MRA)

PUBLI C MEETI NG

Rockvil I e, Maryl and

Wednesday, Decenber 8, 1999



10

11

12

13

14

15

16

17

18

19

20

21

22

PARTI ClI PANTS:

CHARLES GAYLORD, O fice of International Affairs

CHANDRA SM TH COLLI ER, O fice of Consumer
Affairs

WALTER BATTS, Director, International Relations
St af f

MARY BOTTARI, Public Citizen

W LLI AM BRADLEY, Consuner Health Care Products
Associ ation

M CHAEL ECK, O fice of Legislative Affairs
ELAI NE ESBER, The Center for Biologics

JOSEPH FAMULARE, Center for Drug Eval uation
and Research

EDWARD FREY, International Association of
Phar maceuti cal Scientists

STEPHANI E GRAY, The Center for Drug Eval uation
and Research

JUDI TH GUSHEE, Center for Veterinary Medicine

BRI AN HASSELBALCH, Center for Drug Eval uation
and Research

LEI GH HAYES, O fice of Ceneral Counsel

ERI K N. HENRI KSON, Special Assistant
O fice of Conpliance

SYLVI A HENRY, Center for Biologic Eval uation
and Research

MALCOLM HOLMES, European Federation of
Phar maceutical |ndustries; d axo Wllcone



10

11

12

13

14

15

16

17

18

19

20

21

22

PARTI Cl PANTS ( CONT’ D) :

SHARON HOLSTON, Deputy Conmi ssioner for
I nternati onal Constituent Rel ations

LI NDA HORTON, Director, International
Agreenents and Trade Staff

ROBERT LI VI NGSTON, Center for Veterinary
Medi ci ne

RAYMOND MARS, O fice of Regulatory Affairs
KEN NCLAN, O fice of Public Affairs

REX RHEIN, Scrip World Pharnmaceutical News

RI NA RODRI GUEZ, Comunity Nutrition Institute
MERTON SM TH, Ofice of International Affairs

BARBARA STELLAR, Center for Devices and
Radi ol ogi cal Health

RI CHARD WOOD, Ani mal Concerns Trust



N

N

10

11

12

13

14

15

16

17

18

19

20

21

22

AGENDA: PAGE
|QJeni ng and Wel cone 5|
Statenent of Ms. Hol ston 11
[Statenment of M. Famulare 21 |
Statenent of M. Mars 39
|St atement of M. Hassel bal ch 52 |
Statenent of Ms. Henry 66
[Statenent of M. Snith 73 |
|St aterment of M. Bradl ey 90 |
|St atement of Ms. Bottari 96 |
Audi ence Questions 105
|Adj our nment 150 |




10

11

12

13

14

15

16

17

18

19

20

21

22

PROCEEDI NGS
(9:04 a.m)
OPENI NG AND VEL COVE

MR GAYLORD: |I'd like to give a
warm wel cone to each of you. M nane is
Charles Gaylord fromthe Ofice of
International Progranms. On behalf of the
Food and Drug Administration | would like to
wel cone you to today’'s public neeting.
know sone of you have cone froma | ong
di stance, and sone fromnear. But no matter
the distance, we’'re here to discuss a very
i mportant topic.

The neeting today will ook at the
action that has been taken to inplenent the
Sectoral Annex for Pharmaceutical Good
Manuf acturing Practices (GW) to the
Agreenment on Mutual Recognition (MRA) between
the United States and the European Conmunity.

When t he Mutual Recognition
Agreenment was signed |last year, it was a

significant mlestone that was the
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cul mination of years of hard work by many
people both within the EU and the FDA. It
was tinmely when it was signed for severa
reasons.

First, a rapidly changi ng and
i ncreasingly gl obal marketplace regarding the
products FDA regul ates. Secondly, there was
a need to nmaximze FDA s resources. Third,
there was the enactnent of the Food and Drug
Moder ni zati on Act of 1997, which incorporates
into the FDA's mission the concept of
devel opi ng agreenents with other countries.

The Moderni zation Act provided a
framework for the MRA, and its sweeping
provi si ons endorse many of the things FDA was
already doing to keep up with its expandi ng
obligations of protecting the public health.

The stated purpose of the
Phar maceuti cal Annex is to, and | quote,
"govern the exchange and nornal endor senent
of official good manufacturing practices

i nspection reports after a transition period
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aimed at determ nation of the equival ence of
the regulatory systens of the Parties."

So, as this process unfolds, during
this transition period, we have a three year
wi ndow to acconplish many things. Now, the
Agreenent becane effective on Decenber 7th
of 1998.

During this transition period, the
FDA is participating with its EC nmenber
states and the regulatory authorities there
a nunmber of assessment activities with its
counterparts, to | ook at pharmaceutical GW
practices.

It includes such things as the
conduct of joint training, and the exchange
of legal and regulatory information.

These activities will enable FDA to
assess the equival ence of its counterpart
authorities in the EC, and conversely wll
allow these authorities to assess the
equi val ence of FDA. Today, as you will note

in your agenda, in your packet, presenters
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will discuss the following itens.

After the introductory renarks,
we' || have an overview of the Pharmaceuti cal
GW Annex. Secondly, there’'ll be highlights
of the first Joint Sectoral Meeting that was
held May 18th and 19th of this year. Then
we' Il | ook at equival ence assessnent, the
devel oprment of an alert system and public
transparency of MRA processes.

Now, before we get started, |'d
like to make a few announcenents. In terms
of the structure of the neeting itself, after
the presentations are given, there'll be a
fifteen mnute break, foll owed by
presentations fromthe audi ence. So, three
peopl e fromthe audi ence have stated that
they would like to give presentations, so
we've allotted tinme for that.

After that, there will be two
panel s convened to answer any questions that
you m ght have. Now, you can ask your

questions by way of index cards that will be
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in your packets

They can be passed to the aisles to
you, to your right and left, so that they can
be coll ected and passed to ne. O you can
use the floor nikes on either side of the
room and ask the questions directly to the
panel i sts.

The questions on the index cards
will be read as tine allows. W’ ve allowed
menbers of both panels to respond. Now,
since the neeting is being transcribed,
woul d ask that each of you give your nanme and
organi zational affiliation, whether you're
using the index cards, or asking the
questions directly.

Now, in terns of housekeeping
itens. The layout of this building conpared
to Parklawn is conparatively sinple. R ght
out si de the door we have the restroomns
i mredi ately across the hall. There is a pay
phone that is near the guard' s desk to the

right of this room
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There is also a phone here in the
roomto ny left, and you can dial nine to
reach the outside. W have provided coffee
and tea for your refreshnent. There is a
vending roomto ny |eft outside of these
doors for additional itemns.

Now, to give us our introductory
remar ks, we have Ms. Holston fromthe O fice
of International Consituent Relations. She
is the Deputy Conmi ssioner of that office.

In that capacity, Ms. Hol ston

provi des executive |evel policy and program

direction for FDA's interactions, information

exchanges, and liaison activities with a
variety of donmestic and international
ext ernal audi ences.

Ms. Holston is the acting director
of FDA Ofice of International Prograns, and
as the Deputy Conmi ssioner for International
Constituent Rel ations, her principle goal is
t hr eef ol d.

One, is to enhance FDA' s working

10
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rel ati onshi ps with external organizations.
Two, to increase understandi ng of the
agency’s operations and objectives.

Three, to encourage appropriate
col l aborations on vital public health issues.
She plays a key executive role in directing
FDA' s rel ati onshi ps with numerous foreign
governnents and international organizations.

It is my pleasure to present Sharon Hol ston.

Shar on?
STATEMENT OF M5. HOLSTON
MS. HOLSTON: Good norning, and
thank you, Charles. First of all, | also

want to welconme all of you to this third
public meeting on the Miutual Recognition
Agreenent. W’'re going to focus on the
Phar maceuti cal Annex to that agreenent.

About three years ago when we held
one of these public neetings sonme of you nay
have been here. But whether you were or not,
ny title at that time was Deputy Conm ssioner

for External Affairs. | think the fact that

11
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it’s now International and Constituent

Rel ati ons is an acknow edgenent on the part
of FDA that international prograns is playing
an increasingly nore inportant, nore dom nant
role, in everything we do to protect the
public health.

So, this neeting on the Mitual
Recogniti on Agreenent is also part and parce
of FDA novi ng aggressively and forcefully
onto the global scene

The MRA which is the topic today
represents really a quantumleap in that
process. That’'s why we want to share with
you the devel opnents that have taken place so
far to outline some of our plans, and to
invite your coments on issues that are
related to the inplenentation of the
Agreenent whi ch began exactly one year and
one day ago.

Why is this MRA so significant?
Because after the three year inplenmentation

period, it should enable FDA to rely on our
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counterparts in the European Union to inspect
facilities in their countries that

manuf acture drugs for the United States

mar ket .

Al though FDA will continue to have
the final responsibility for the conpliance
of the inported regul ated products, making
certain that they do, in fact, conply with US
standards, this large scale reliance on
foreign regulatory information that is
critical for the assurance of the quality of
the products that are being exported, this
reliance on foreign data is really
unprecedented in our history as far as
nmeeting our public health protection nmandate.

| have to say that it is not a nove
that we have taken lightly, or without
adequate protections. But we did go ahead
and do this, after rmuch, much discussion
within the Agency, for several very
persuasi ve reasons. Charles nmentioned one of

them of course, and that is the FDA

13
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Moder ni zati on Act of 1997, which in fact
absolutely requires the Agency to advance the
devel opment of MRA's with the European Union
for alnost all of the products that we
regul at e.

But the Modernization Act really
acknow edged the | ogic of sone devel opnents
that have been under way for nany years, and
have sort of gotten or risen to a climax in
the |l ast several years.

One of these factors is the ever
wi deni ng gap between FDA' s inspection
wor kl oad, and the resources that we have to
carry it out. Since the start of this
decade, inports of FDA regul ated products
have grown from about one and a half mllion
line entries per year to five and a hal f
mllion line entries in 1999. That's a 360
percent increase

Because we literally haven’t had
the resources to hire nore people to do the

job, the nunber of FDA enpl oyees who are



10

11

12

13

14

15

16

17

18

19

20

21

22

actual ly surveying these inports has remai ned
just about constant, at around 770, or so.

In the same decade, our
i nspectional responsibilities have gone up
about thirty-two percent, from about 87,000
busi ness establishments to about 115, 000
busi ness establishments. Mst of these are
facilities that are using nmethods and
equi prent that are a | ot nmore sophisticated,
a lot nore conplex, and therefore nore
difficult to inspect than was the case a
decade ago

Yet, during that same ten year
period, we could only increase the nunber of
FDA i nspectors by something | ess than ten
percent. So we went from about a thousand to
just under 1, 100.

So just these two factors alone are
two of the indicators of what we have to
acknow edge are sone relentlessly nounting
pressures on the Agency. |If you'll bear with

me, | have just a few nore exanpl es

15
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In the | ast decade, sales of
di etary suppl enments have increased from
about $3 billion a year to $20 billion a
year. Adverse event reports involving human
drugs have gone up from 75,000 to 230,000 a
year. Bi o- nedi cal research expenditures
that fuel the devel opment of hundreds of new
hi ghly conpl ex regul ated products have
tripled to $20 billion

The sal es of hunman drugs, nedica
devi ces, and ani mal drugs between 1993 and
this year have gone up sonewhere between
seventy percent and about eighty-five
per cent .

So you can see that during the |ast
decade, there's been really a prodigious
enl argenment of our workl oad.

The resources have been relatively
stagnant over that sanme period of time. In
constant dollars, the budget has gone up
from$809 million in 1993 to $915 million in

the current fiscal year. But nore than a
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third of that is committed to four specific
pr ogr ans.

That’ s drug reviews, food safety,
enforcement of the tobacco rules, and
surveillance of mamography facilities.

So as a result, the nunber of
enpl oyees who handl e all of the FDA prograns
except for drug reviews has actually declined
since 1992. This is sonething that we're
seei ng across the board.

So, we need help. One way of
getting it is by utilizing GW inspectiona
information that's provided to us by, and
this is very inmportant, equivalent regulatory
counterparts in the European Union. In
return, perform ng GW inspections that they
need done in this country.

When | nmeet with and speak with ny
counterparts in Europe, believe me, we’'re not
the only ones that are facing this kind of
situation, where the workload is far

outstripping the resources that we have to

17
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handle it. So we both see significant

advantages in having agreenents of this sort.

But even with all of that, and I
know |’ ve given you a | ot of nunbers about,
you know, workl oad, and resources, and
peopl e, and things like that, even with al
of that, the | egal requirenent from FDAVA
the budgetary factors, these are not the
only, or even the nost inportant forces that
are really driving FDA into partnership with
our col | eagues in Europe.

W're not noving in this direction

because we can't afford to do anything el se.

Far fromit. | think the international |inks

that we’'re forging, and sonetines they fee
very unsettling. It feels, you know, unm
we're not really sure if this is sonething
that we should be, you know, sort of running
t owar d.

But these links are really an
outgrowt h of an historical process that

think in the long run is far nore conpelling

18
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than anything that has to do with the budget
figures. It’'s a process for which | think we
have to be really grateful

In fact, 1'mconfident that even if
we had all the resources we need, we would
still be responding to the growi ng awareness
that public health as a responsibility is an
i ndivisible responsibility.

That by reachi ng out beyond our
borders, working with others to raise
standards, that we can collectively nore
ef fectively acconplish our goals.

Certainly nore efficiently than we
could ever do if we tried to do everything by
ourselves. | think this MRAis just an
i ndi cator that the Agency is acknow edgi ng
the critical role we play as a nmenber of, you
know, what is comonly being referred to as
the gl obal public health comunity.

We have a major role to play in
that comunity, not only in hel pi ng our

counterparts with protecting the health of

19
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their citizens, but having themhelp us with
the protection of the public health of our
citizens. So, we are very grateful that you
are here with us today to | earn nore about
the MRA. W thank you for joining us.

| had intended to be here for the
entire session this norning. But there is an
international issue that is forcing ne to go
back across the street, and talk to sone of
ny buddies in the State Departnment. So, |'m
going to have to run.

But again, | hope that you find
this session this norning very hel pful and
informative. W look forward to having a
continuing dialogue with you this MRA, and
others that undoubtedly will happen in the
future. So thank you again.

MR, GAYLORD: Sharon, thank you for
those introductory remarks. Qur next speaker
i s Joseph Famul are, who is the director of
the Division of Manufacturing and Product

Quality, and the Center for Drug Eval uation

20
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and Research. He is the head of the Project
Management Team responsi ble for helping to
i mpl erent the MRA

He is also the co-chair of the
Joint Sectoral Committee. He will give an
overview of the MRA's pharnmaceutical GW
annex by describing the framework for
achi eving nmutual recognition of GW
i nspections. Joseph?

STATEMENT OF MR. FAMULARE

MR. FAMULARE: Thank you, Charles.
It's a pleasure to be here this norning to
share our progress to date on inplenenting
the Miutual Recognition Agreenent. Today
mar ks one year and one day since the actua
agreenent has entered into force, in terns of
the United States, as it was published final
in the Federal Register, Decenber 7th

of 1998.

So | would like to give an overview

of the Miutual Recognition Agreement. Wth

the help of the menbers of my team here

21
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today, go over the progress we’'ve nade in the
various areas.
(Pause)

MR. FAMULARE: Pardon ne? Arrow
key. Okay, there we go. Technologically in
i ned; as Sharon nentioned, there' s much
changi ng technol ogy that FDA is having to
deal with, as you can see right here every
day.

First of all, I'd like to give a
little bit of a background and history on the
Agreenent itself. Initial discussions of a
Mut ual Recognition Agreenent really began
in 1989 as to the practicality of entering
into such an Agreenent. |n actuality, in
April of 1994, the actual discussions began,
the actual negotiation process.

You could see, it took severa
years of really detailed, and many
negoti ations, and many issues to be settled
interms of the overall Mitual Recognition

Agreenment, and particularly with the

22
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Phar maceuti cal Annex that we’re discussing
t oday.

Until a tentative Agreenment was
initialled on June 20th of 1997, and then of
course, finally signed by President dinton
over in the UK on May 18th 1998. As |
nmentioned at the start of ny talk, there was
then a procedure in order to enter this
Agreenent into force on both the U S
side, and the European side.

From our standpoint, because of the
nature of this agreenent, and the fact that
it was binding, it was felt by FDA that we
needed to go to a rule making process in
order to enter into force with this
Agr eenent .

Therefore, during 1998, we
publ i shed a proposed rule, took in coments,
then on, as | said in the beginning of ny
tal k, we published this Agreenent, in terns
of the FDA actually, both the Pharnaceutical

and the Medi cal Device Annex on Decenber 7th

23
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of 1998 under 21 CFR Part XXVI which actually
entered the Agreenent into force. This
actually for the US marks the beginning, the
first year of the three year transition

peri od.

What does nutual recognition
actual ly nean? It means accepting the other
party’s conformty assessment procedures
This is not a harnonization process, and |11
bring that up again. Sharon already
enphasi zed how this is about equival ence

This is a concept which was
establ i shed by the Wrld Trade O gani zati on,
as Sharon very well went through in her
i ntroductory remarks, there are realities as
to why we got into this Miutual Recognition
Agreenment, particularly in terms of
di m ni shing inspection resources, and our
need to really cover the pharnaceutica
i ndustry and, in the case of nedical devices,
a need to cover the industry globally, as

we're in a gl obal econony.
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So therefore, this overall Mitua
Recognition Agreenment cane into effect in
force with specific Sectoral Annexes. Sone
of those Annexes, just to nmake fol ks aware,
you know are things really not related to
food and drug, such as recreational craft,
el ectrical conmunications, and so forth.

| guess maybe it’'d be nore
interesting to be the co-chair on the
recreational craft. But unfortunately it's
not under the purview of the Food and Drug
Adm ni stration. But those are sone of the
many product areas that are part of this
overall unbrella of Miutual Recognition
Agr eenent .

Focusi ng again on the
Phar maceuti cal Annex, one of the main
features is that it enphasizes our finding

equi val ence with the fifteen nmenber states.

Each one of those nenber states will be dealt

with individually in ternms of recognizing

their equi val ence.
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The inportant part of this
Agreenent is, really | guess the ultimate
goal, is that it will lead to the exchange
and endorsenment of inspection reports.

Once we go through this
equi val ency assessment process, we wll be
able to receive an inspection report from our
Eur opean counterparts that we have found
equi val ent, and be able to normally endorse
to quote the Agreenent itself, that
i nspection report, to use it as if it were
our own report. But again, as Sharon pointed
out in her introductory remarks, the actua
conpliance decision will be up to the FDA.

Agai n enphasi zi ng strongly that
this Agreenent is really based on the
equi val ence of regulatory systens. Meaning
that the regulatory systemin the authority
that we’'re evaluating should be able to
provi de the same | evel of public health
protection as our own system of GW' s and

regul atory enforcenent, the overall system

26



10

11

12

13

14

15

16

17

18

19

20

21

22

27

Not that they be the sane as a harnoni zation
situation m ght be, but equivalent.

This Annex of the Agreenent, the
Phar maceuti cal Annex, is managed by a Joint
Sectoral Committee, with representatives from
both the EC and the European Union -- |I'm
sorry, and the US side, FDA side. | amthe
co-chair for the United States FDA.

My counterpart, my colleague in the
Eur opean Conmunity is Steve Fairchild, who
acts as a coordinator fromthe European
Medi ci nes Eval uati on Agency, under the
auspi ces, of course, fromthe European
Conmi ssion itself, under Emma Cook, in
Director General Three.

| won't get into all the details of
how t he European Commi ssion works at this
juncture. But I'Il just tell you that from
their side, you have Steve Fairchild
coordinating with the European’s Medi ci ne
Eval uati on Agency, and representatives from

various nenber states on the Conmttee from
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t he European Conmi ssi on si de.

From our side, of course, the Joint
Sectoral Committee consists of what we call
our Project Managenent Team the
Representatives fromeach center that wll
make up, and ORA, that will nake up the
menbers of this team which include nyself,
Bri an Hassel bal ch from CDER, Ray Mars from
ORA, Judy Gushee from CVYM and Merton Smith
fromthe Ofice of International Affairs.

So, all these various factors are
wor ki ng together within the Agency to be
part of this committee, internally, the
Proj ect Managenent Team They in turn report
to senior nanagers at the Commi ssioner’s
level, ORA, and all the Center |evels, which
conprises the Steering Committee internally.

As | said, one of the main features
of this Annex was in ternms of the Agreenent
was reached that we woul d have a transition
period of three years in order to do this

i mportant equival ency determ nation.
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As |’ve said, we're one year into
that now, where we will assess the
equi val ence of each of the regulatory
authorities, and the overall European
Conmi ssion itself, which has set the
directives and gui delines for each nenber
state in this area.

O her tasks that we're put upon to
do within this transition periodis to
determ ne what essential infornmation bel ongs
in this inspection report and format, because
this is the key docunent that’s going to be
exchanged between nenber states and the FDA.

We're al so going to develop a two
way alert systemduring this period. You'll
hear nore details on the progress of these
things fromthe various Project Managenent
Team nenbers as they cone up

Then at the end of this three year
transition period, there will be a
determ nati on of equival ence by the Joint

Sectoral Committee. There will be one vote
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fromeach side, fromboth the US and the EC
side, to determine whether a particular
authority is equival ence.

These will only be positive
determ nations. If, in other words, if both
sides agree that an authority is equivalent,
that authority will be listed as equival ent.
| f another authority isn’t there yet, that
vote may agree upon that, but there won’'t be
anyt hi ng published or put forward about that.
It still remains to see that that authority
may be found equival ent.

Agai n goi ng over the basics of the
Annex itself, you can see what products are
covered. Basically it’s human, ani nal drugs,
vacci nes, therapeutic biologics, and active
phar maceutical ingredients. The main
exceptions here woul d be obviously human
bl ood and pl asma products, veterinary
bi ol ogi cal s, tissues and organs, nedical
gases, radi o pharmaceuticals, investigational

new drugs, and biological in-vitro diagnostic
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devi ces.

This is to renind everybody of the
nmenber states that are part of the European
Uni on, these are the authorities that are on
the table for being evaluated in the European
Union. You could also keep in the back of
your nind that, of course, the European Union
has plans in the future to extend to other
authorities. But for now, this is who we are
dealing with.

Just to focus on the inspection
report format, we would expect to have
reports in an agreed upon format between both
the EC nenber states, and the US FDA where
each authority can normally endorse, except
the conclusions fromthese inspection
reports. OF course, as Sharon said earlier,
there are protections built into the process.

Those exceptions, in terms of
i nspection reports, of course would be if we
found material inconsistencies in the report,

i nadequaci es, quality defects, for exanple,
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in products that were identified in post
mar ket surveillance, or specific evidence of
concern on consuner safety.

So, if there is any |evel of
concern to the public health, product
defects, or the reports thensel ves are
i nadequate, there are recourses within the
Annex of actions that could be taken. Up to,
you know, which includes up to going out and
havi ng, for exanmple, the authority, let’'s say
the FDA go and do the inspection thensel ves,
to satisfy themsel ves that product being
inmported is of acceptable quality.

Anot her inmportant feature of the
Phar maceutical Annex is that there is to be
an exchange of information, a type of a
col  aboration effort between both the
Eur opean Conmi ssion and the US FDA. For
exanpl e, when there are proposals to
i ntroduce new controls, or to change
regul ati ons or inspection procedures, we wll

col l aborate with each other in doing these.
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There’' Il be an added step in
col l aborating on new GW' s regul ati ons.
Because it would certainly have an effect on
the equival ence that, let’s say, would have
been established. It will also serve, again,
to have nore input fromboth US and EU side
on these gui dance or regul ati on docunents as
t hey devel op.

Article Nineteen of the Annex
speaks about the exchange of quality
information, information that each other has
on product reports, or corrective actions,
such as from our standpoint, drug product
defect reports, the sharing of recal
informati on, information about inport
consi gnnments that have been rejected, and any
regul atory and enforcement probl ens.

So there' Il be, for exanple as now,
each authority may |l ook at this to see if
there’'s an overall industry problem As
i ndustry is global, well now, we'll start

| ooking at this, at industry problens
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globally with our European counterparts. So

this is an inportant feature in the Annex.

Then of course, there will be a two

way rapid alert system as part of the
Agreenent under Article Twenty, which will
call for early alerts when information
becomes known that necessitates additional
controls or product renoval

Sone of the inplications of this
Annex that we need to think of as we go
through this neeting today are that we're
into this Agreenent to make nore efficient
and targeted use of dininishing inspection
resour ces.

By having regulatory authorities
collaborating, as | said in ny earlier slide,
we m ght expect faster action against
adul terated products. Especially, you know,
as we deal in an international arena now.

As we col laborate this could, you
know, have a dual effect of naybe being a

supporter or barrier for regul atory change.



10

11

12

13

14

15

16

17

18

19

20

21

22

When | say support for regul atory change, you
wi Il have the collaboration of all of the

i nternational community as we go through

t hese changes.

The reason | use the termbarrier
is that as you bring nore parties to the
table, it may becone nore conplicated to
bring these changes into effect.

As each side | ooks at each ot her
t he equi val ence assessnent process may
actually result in inprovements, as we put
oursel ves under the nicroscope, as the US is
going to be evaluated by our colleagues in
the EU, and as we eval uate our European
col | eagues

This is to give you a high | evel
vi ew of our overall inplenentation plan.
Early in the process of the transition
peri od, we began the devel opnent of the two
way rapid alert system Focusing right now
on recalls. W started that, as | say, in

February of 1999. We're continuing to
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devel op that with our European counterparts.

W' re now engaging in the process
of working -- in the early stages of working
on what will be a common report format. Wat
woul d satisfy both authorities in terns of
the exchange of an EIR.  That process is
ongoi ng now.

O course, we’'ve begun the actua
equi val ency assessnment process, which
i ncl udes not only joint inspections, which
wWill come up in nore detail in later
presentations, and is always of interest to
i ndustry. Wen will those happen, and how
will those be?

But remenmber, this is the overal
eval uati on of each authority’s regul atory
system Do you have enough investigators?
Are they trained? Do you have enforcenent
followup, in addition to the actual on- site
i nspections?

O course, the big beginning part

of this process is to actually |ook at the
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| aws and regul ations fromeach nenber state,
and for the EU to | ook at our |aws and

regul ations. You'll get nore detail about
how t hat process is going in our next
presentation.

Rermenber that the transition period
ends in Decenber of 2001, at which tinme there
shoul d be a, as | say, a neeting of the Joint
Sectoral Conmmittee to deci de what authorities
are found equivalent. Then for those
authorities found equival ent, and as part of
t he equi val ency assessnent process, it’'s not
only authorities, but it’'s also process. For
exanpl e, solid oral dosage formsterile
drugs.

Those authorities and processes
within authorities that are found equival ent,
for exanple, by FDA, will be declared in a
Federal Regi ster announcenent. Then we
coul d, beginning and entering into the
oper ati onal phase with those particul ar

aut horities.
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Just one overall remark on the
i mpl ementation plan. This is a plan. It
depends, |ike any other plan, on factors
beyond our control as we enter intoit. One
of those being our ability to have resources
to inplenent the plan against all other work
that FDA has. Second, our ability to
interact with our European authorities in
order to inplement the plan in terns of their
needs, resources, and so forth, to do this.

Wth that, I'll conclude these
brief remarks and the begi nning part of our
session to go on to our other folks. O
course, there'll be the opportunity to ask
questions later on in the session. Thank you
very much.

MR, GAYLORD: Joseph, we'd like to
thank you for that overview of the
Phar maceuti cal GWP Annex. One of the things
that Joseph nentioned was the Joint Sectoral
Conmi tt ee.

Qur next speaker, Raynond Mars, is
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the Special Assistant to the Director of

Di vi si on of Energency and Investigationa
Operations, and the Ofice of Regulatory
Affairs. He's going to report on the first
Joint Sectoral Comittee neeting that was
held I ast May 18th and 19th of this year.
So, Ray?

STATEMENT OF MR MARS

MR. MARS: Good norning, everybody.

Wiy did you turn the lights out when | cane
up here? | did shave this norning. No,

they' re fine.

Anyway, as Charles said, we had the

first meeting with the Europeans May 18th
and 19th. It was here in Rockville, right
next door at the Parklawn Building. There
were twel ve representatives present fromthe
EU, and I'll just go through some of the
basics of the neeting with you so you had
sone under standi ng of what we were doing.
There were two people there from

the Directorate General Three. | think that
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nanme i s being changed right now They're
under goi ng sone reorgani zati on process. But
that is the group within the EU governnent al
bureaucratic structure that’s overseeing the
i mpl emrent ation of the MRA

There were two people fromthe
EMEA, European Agency for the Eval uation of
Medi cal Products. As Joseph said, that is
our counterpart group to the Project
Management Team that is hel ping to organize
i mpl erent ati on of the MRA for the Europeans.

There are al so representatives
there from Denmark, France, CGermany, Ireland,
and the UK. Sonme countries were obviously
not there, since there are fifteen nmenber
states in the EU

FDA had twel ve participants, so we
out nunbered them W felt good. There were
about six or so additional presenters besides
the twel ve participants. W had three
representatives fromthe Center for Drugs,

two representatives fromthe Center for
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Bi ol ogics, two fromOfice of International
and Constituent Relations. They just changed
the name. | have trouble catching up. It
used to be Ofice of International Affairs.

One representative each from Center
for Veterinary Medicine, and ORA. Three
representatives fromour Chief Counsel’s
O fice. Chief Counsel weighed in heavily, as
you can see, as they sonetines tend to do.

Three centers were represented
because, as Joseph said, the MRA covers
phar maceutical s that are hunman, veterinary,
as well as biological. So that was the
make-up of the meeting generally.

W had an agenda. These are sone
of the topic itens that were on the agenda in
terns of reference, which I'mgoing to
di scuss in sonme detail here in a mnute. W
tal ked about conmmuni cation. There was a
di scussi on about confidentiality, which was a
big issue. A two-way alert system which

deals with the recalls, and sharing energency
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information that Sylvia Henry is going to
talk to you about in a few ninute.

Wor ki ng progranms, the equival ence
assessnent program and Brian Hassel balch is
going to talk to you about that. That's the
approach that we were going to take, as well
as they were going to take, to conduct this
equi val ence assessnment. Then we came up with
sone action itens. So it was a good neeting.
W had an agenda, and action itens, and that
ki nd of thing.

The ternms of reference, | think
this probably was one of the biggest
acconpl i shnents we had in the neeting. The
terns of reference really are a docunent that
suppl ement the MRA. It’'s intended to clarify
the role of the Joint Sectoral Conmittee, and
give us nore specifics about how we're
supposed to go about this inplenentation
process. The MRA has a nunber of things in
there that said they' re supposed to happen

but very little detail

42



10

11

12

13

14

15

16

17

18

19

20

21

22

43

So we devel oped this ternms of
ref erence docunent that tal ks about
responsibilities, the different parties
i nvol ved, the conposition of the Joint
Sectoral Committee. As Joe nentioned, the
MRA tal ks about the Joint Sectoral Committee
really being two people with two boats, one
on the US side, and one on the European side.
Two people were not going to get this done.
So there’'s obviously a necessity to expand
the committee, which we did.

We tal ked about participants in the
Joint Sectoral Committee. W had a |ong
di scussi on about this, and agreed nmutually
that wanted to exclude external parties. W
identified some of those as being industry,
trade associations, the press.

The focus here was trying to nake
sure we had a fairly tightly knit group that
felt free to conmunicate openly with each
other. W thought that's the keystone of

trying to nove this agreenent forward.
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Soneti nmes sonme things may cone up that m ght
be enbarrassing to the other party.

W wanted to linit the restraint on
the conmmuni cation, so that we openly conveyed
i nformation, and both sides could nmake a good
assessnent, good judgnent about assessnents
we t hought that was necessary to linmt
participants in the group

W al so defined a nunber of things,
wor k groups as an exanple. Joseph tal ked
about the safety alert, the recall procedure
that’'s being devel oped. That's bei ng done by
a work group. W have a separate work group
set up to |l ook at the comon inspection
formats.

So these are additional groups that
are actually going to cone up with the things
that we’re going to inplenent to nove the
agreement forward.

We identified observers. That
really was to help, | think, foster broad

participation by the nenmber state fol ks when
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we go overseas, to neet, have a Joint
Sectoral Conmittee. Countries who nay not
have a specific part at the neeting could
have observers. It's limted to regulatory
authorities as an exanple, fromthe nmenber
st at es.
Al so experts could attend the
neetings. These would be people from
regul atory authorities. GCenerally they
participate, are active in the work groups.
Specific responsibilities for the
Joint Sectoral Committee were identified, one
of the first being comunication with the
Joint Committee. The Joint Conmittee is the
overall group that is managi ng the whol e
nmut ual recognition agreenent. So they're
going to deal with tel econmuni cati ons,
recreational craft, as well as
phar maceuti cal s and nedi cal devices.
Communi cation with that group would be an
i mportant part of the Joint Sectoral

Commi tt ee.
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Recogni zi ng we woul d coordinate
activities and nonitor inplenentation of
di fferent steps and phases of the MRA the
Joint Sectoral Committee would be responsible
for exchanging key information. One of the
things that we’ve acconplished to date is
devel opi ng a bibliography of |aws and
regul ati ons as an exanpl e that was exchanged
through the Joint Sectoral Conmittee

Devel op a two-way alert system and
ensure operation. The ensure operation part
here is a nmonitoring function. The Joint
Sectoral Conmmittee will be responsible for
maki ng sure that once an agreenent is
reached, about how we’'re going to do that,
that it runs snoothly. Making docunentation
avai l able. W use each other as a conduit
for obtaining informati on about ot her
countries laws, and regul ations, and
procedures. Agreeing on an inspection report
format, which we’'re working on now.

Clarify the conposition of the JSC
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W set up procedures for neetings. W

deci ded that we would neet at |east annually,
and we would alternate the site between the
US, and the European Conmmunity. The first
neeting was held here, so the next neeting
will be held in Europe sonewhere, probably in
May. Sonmewhere along there. [It’|Il be about
a year fromthe | ast one.

We set a procedure for adoption of
docurments, setting this up as a consensua
procedure, wanting agreenent on what we did
agree to. W agreed to conmunication to
external parties as an exanple, at the end of
the first JSC neeting, we did prepare a
publ i c docunment, a public press rel ease,
which | think some of you have. There were
sone on the chair in the back, and we can
certainly nmake available to you

O her things we did during the
neeting. Confidentiality, as | said, was a
big i ssue. Very sensitive to the Europeans,

more so than us. | think we’ve dealt with it
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| ong enough. W’'re a little bit nore used to
it.

But the European fol ks revi ewed
Eur opean | aws. Menber state practices vary.
They’'re not the sanme. Only a few have what
woul d be equival ent to our Freedom of
Information Law. W |learned that public
access to information in Europe is frequently
not a right that is enjoyed by US citizens.

Frequently there is no publication
of recall information there. FDA, as you
know, publishes recall information. The
enforcement report is available on the Wb
site, and that kind of thing. The press also
hel ps us out with those on occasi on.

There was a | ot of concern about
rel easability of information. W could see
exchangi ng sensitive docunments and we're
still discussing exactly how we're going to
deal with sone of those things

For our side we reviewed US | ans

and regul ations. W tal ked about the Freedom
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of Information Act, which nost of you know,
control s rel ease of docunents that FDA
generates, such as inspection reports. Those
of you frominspected firnms know that your
reports are rel easable after some purging.

W tal ked about the Privacy Act,
whi ch deal s nore with individual persona
privacy. Nanmes, social security nunbers,
things like that. W explai ned Congressiona
oversight, which is different for us than it
is for them Already the pharmaceutical MA
| think has been the subject of two very
poi nt ed GAO probes about what we're doing,
how we’'re going to inplenment this.

Frequently the Europeans do not
have that kind of oversight. So that's a
difference. W also had fol ks explain our
regul ati ons that protect comercia
confidential information, trade secret
informati on, and deliberative docunents.

O her neeting highlights, we

exchanged contact information for both sides.
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W set up a nonthly phone call that occurs
bet ween Joseph and generally Steve Fairchild,
to keep lines of conmunication open. W set
up a procedure to establish counterpart
contacts between the US and the Europeans as
these work groups are set up. As an exanple,
on the report witing format there is a
designated US contact for that, as well as a
Eur opean, so that we can share progress and
process on that, and help us nove forward in
that area

W agreed to exchange information
on investigational training, and invite other
parties to those. |n the past year we've
been able to invite two, up to two
representatives per training course fromthe
EU to attend training that we give to our FDA
i nvestigators.

Actually this week | think is the
second week of a basic pharmaceuti cal
i nspection training course that we're having

in Baltinmore, and there are two people from
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the EU that have attended that.

So that again, an effort to try and
under st and each other’'s systembetter, learn
fromeach other, and hopefully nove us
forward in the equival ence process.

Al so made presentations about our
alert systemand recall systens, and they
did, too. W discussed the equival ence
process. So, that's kind of a sumary of
what happened. Again, | think devel oping the
terms of reference took sone time, and |
think was a good acconplishment. W raised
the issue of confidentiality, which we're
going to have to deal with, and is going to
be a sticky one.

| think set up sonme good procedures
for communication with the other side, with
the EMEA, our partners in noving this thing
forward. So, thank you.

MR, GAYLORD: Thank you, Raynond,
for those neeting highlights. W now woul d

like to give our attention to Brian
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Hassel bal ch, who is our next speaker. He's a
compliance officer in the Division of
Manuf act uri ng and Product Quality in the
Center for Drugs.

He will give an overview of the
eval uati on of the pharmaceutical GW
regul atory systens anong EU nenber states, by
tal ki ng about equival ence assessnent.

Bri an.

STATEMENT OF MR, HASSELBACH

MR, HASSELBALCH: Thank you,
Charles. Good norning. M presentation in
the area of equival ence assessnents will
begin with, if you can stand it, another
detailed, a nore detail ed overview of the MRA
condi tions regarding this aspect of the
agreement. Then 1’1l discuss how we plan to
performthe assessnments of the EU nenber
states. Finally, I'Il update you on where we
are in this effort

The MRA pharnmaceutical GW' s Annex

defines equival ence as follows: "Systens are
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sufficiently conparable to assure that the
process of inspection and the ensuing

i nspection reports will provide adequate
informati on to determni ne whether respective
statutory and regulatory requirenments of the
authorities have been fulfilled. Equival ence
does not require that the respective

regul atory systens have identica

procedures. "

Now, the key elenment to this
definition of equivalence that | want to
highlight is that it applies to systens, and
not just GWP requirenments and regul ati ons.

To date there are twenty-one EU
systens in place for regulating
phar maceutical GW' s for the various products
covered by this agreenent. Qur long term
goal is to assess themall, in addition to
the EU directives.

The Annex establishes the parts of
a regul atory systemthat can be assessed in

deci di ng on equi val ence. There are seven
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maj or areas of assessnent, according to the
Annex.

These are, legal regulatory
authority and structures, standards of
conduct, avoi dance of conflicts of interest,
adm ni stration of the regulatory authority,
execution of enforcenent activities,
ef fective use of surveillance systens,
conduct of inspections, and certain very
speci fic issues concerning pre-marketing
approval inspections.

As you can see fromcriterion one
whi ch |’ ve posted here, and two, the nmgjor
areas of assessnment are often further defined
by sub-categories, which | won’t describe
here. But sinply put, virtually every aspect
of a regulatory systemcan be assessed under
this MRA

The MRA al so establishes that the
final determ nations of equival ence are a
joint effort, and this has al ready been

di scussed. | would like to point out that
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this process is expected to be, | think, less
del i berative and nore deterninative

The Agreenent also allows for
determ nati ons of equival ence by certain
process and product types, which the
Agreenent | eaves to the discretion of either
party. Finally, the MRA requires that a
findi ng of non-equival ence be docunented to,
and reported to, the appropriate regulatory
aut hority.

As to our approach, we intend to be
obj ective, deliberative, and conprehensive.
To acconplish this, we've devel oped a witten
plan to effect the assessments and the other
features of the Agreement. Joe has al ready
sunmari zed the nmajor el enments of that plan
"Il add to the details that concerns
equi val ence assessnents.

As | mentioned earlier, the
Agreenent pernits assessnments and
determ nations to distinguish by product and

even process types. Wich neans that it’'s
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possible for us to find an authority

equi val ent for conducting tableting

i nspections, let’'s say, but not equival ent
for conducting aseptic processing

i nspections.

I n projecting our workload and
resource needs, we identified seven product
and process types: solid oral products,
non-sterile products, vaccines and bi ol ogi cal
products, nedicated feeds, sterile products,
and API’s.

O course, we'll cover all products
and process types during our equival ence
assessnent and docunentation reviews. But
we'll key in on selected process and product
types during the on-site inspection audit
phase

Since we can’'t evaluate all fifteen
menber states at the same tinme, we’'ll have to
choose a priority. The priority wll
consi der such factors as the vol une of

i mports, the number of inspections FDA now
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perforns in that nmenber state jurisdiction
and t he nunber of nmanufacturing sites we have
regi stered or licensed in that jurisdiction.

Qur aimto this priority is to
assess the nmenber states in an order which
will give us the greatest possible reduction
and total nunmber of inspections perforned if
that menber state is found equival ent.

We will assess the nenber states in
a staggered sequence, such that before we
conpl ete the assess of the first menber
state, we'll have begun the assessnent of the
second nmenber state, and so on. There wll
al so be three phases to the assessnent, which
you see here on the screen.

The paper review will be the first
phase, and consist of conparative eval uation
of the documentation about a regul atory
system again, covering the criteria
established in the Agreenent. The paper
review findings will informthe second phase,

which will be an on-site systemverification
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audi t.

Both the paper assessnent findings
and the on-site systemaudit findings wll
informthe third and final phase of our
assessnent, inspection audits. | might add
that we also intend as part of the assessnent
in the three year transition period to
exchange establishnment inspection reports. A
pur pose of that would be to not only build
nmut ual confidence, but to test our systemfor
exchangi ng that information, which of course,
is the currency, the end goal to this whole
process.

As to the organizational approach
to the assessnments, we are nmki ng use of
techni cal and program specialists fromthe
i nvol ved centers, the Ofice of Regulatory
Affairs, and the Ofice of the Conm ssioner,
and ot her FDA offices. These specialists
will work together on teans on a part-tine
schedul e.

Finally, our approach has features
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that pronote our accountability to our
public, and to the EU authorities we are
assessing. We will comunicate to each
nmenber state any concerns and questions we
have as the assessnent proceeds. W'l
establish an adninistrative record of our
assessnents and our final determ nations
We' Il publish the list of equival ent
authorities in the Federal Register at the
end of the transition period.

Before | discuss the progress we've
made to date, | wanted to share this work
| oad chart with you to give you a genera
under st andi ng of how t he various phases of

the process fit into our decision making on

equi val ence. | think you have in your packet
a photocopy of the real size of this. It’'s
kind of hard to see, | know, fromthe back

If | could just point out very
qui ckly, there are basically tw phases. The
transition period, the end of transition, or

operational period. As |’'ve nentioned, the
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paper assessnents is the first phase
On-site audits, which |’ve conbined here to
i ndi cate both the systemaudits, as well as
the inspection audits, are the second and
third phases.

At this point we are right here.
W have, and are receiving, and I'll go over
this alittle bit later, EU M5 docunentation
that’s under review O course, that’l
requi re additional clarification. As we get
that, we will at sone point generate a report
on our findings of that conparative
eval uati on.

Those findings will contribute to a
targeted audit procedure for each menber
state authority, which will also, as
mentioned, informthe FDA inspection audit.
Reports will be generated fromthat. They
will contribute to -- eventually all this
will contribute to an Agency decision record
on our assessnent, and on a finding of

equi val ence or non-equi val ence
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O course, as has already been
nenti oned, the equivalence is a joint
determ nation to be made at the end of the
three year transition period.

Now I’ || discuss our progress to
date. This summer a working group conprised
of representatives fromthe invol ved FDA
centers, ORA, the Ofice of Chief Counsel
and led by the Ofice of Internationa
Affairs, devel oped a conprehensive
bi bl i ography about FDA's regul atory system
for pharnmaceutical GW' s.

The purpose of this information was
two-fold. One, we wanted to initiate the
process of equival ence assessnment, and
provide the EU with the information about our
system for their assessment. Two, we wanted
to set an exanple of the kinds of information
we want to have detailing their system and
how we want that information to be organized.

Along with the bibliography, we

sent hard copies of each referenced docunent.
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I"ve lugged them here fromny office to show
you the kind of volume we’'re tal king about.
The information we’ ve provided al so serves as
benchrar ki ng i nformati on about our system
agai nst which we will evaluate their systens.

The cover letter for this
i nformati on requested each authority to
provide us w th conparabl e information
organi zed according to the criterion in the
Annex. Most have responded with
docunent ati on, although sone have yet to
respond. This letter, as well as our
attached bi bl i ography, can be found at our
Wb site

You can see how we organi zed our
bi bl i ography, in the slide I have on the
screen now, in response to the first
criterion as shown here, appropriate
statutory mandate and jurisdiction. For
exanpl e, under 1-A, we identified rel evant
sections of the Food, Drug and Cosnetic Act.

W' ve provided, although you can’t see them
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here on the screen, we’'ve provided the URL's
or the Web site addresses, for each
reference, as avail abl e.

The total length of this
bi bl i ography is sixty pages. Again, it is
posted at our Web site, conplete with
hyper-link text. By the way, if you take
time to review this bibliography, and find
that -- or think that there are om ssions or
m st akes, please don’t hesitate to call them
to our attention.

To continue then, currently we are
reviewi ng the EU directives concerning
phar maceuti cal products. W began this
revi ew approxi mately one nonth ago. W also
recently initiated a review of the EU
standards of conduct. Recently we conmented
to the -- for the record to the EU on their
recent draft proposal for establishing new
standards of conduct. Those comrents were
not neant, though, to be in lieu of our

assessnent process. It’'s still under way.
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"1l close nmy presentation by
sharing with you another flow chart
descri bing the basic work process for our
docurent ati on review of the information we
have received fromthe nmenber states. This
was drafted for the purpose of guiding our
wor k group participants.

Once the evaluation -- well, let ne
poi nt out again here, we’'ve requested the
docurentati on that’s being provided now. W
are currently evaluating one part of all the
docunentation we’'ll eventually have
eval uated, the EU Directives. Once we get to
the point of needing clarification about that
information, as |'msure we will, we wll
make a request to the appropriate EU office
or menber state authority, await a response

Continue on until at some point,
our review work group is satisfied that they
have seen all the information that they need
to see, and that they have a conplete

under st andi ng of the documents provided, and
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the systemthey’'re eval uating.

Once they're satisfied, they wll
report their findings to the Project
Managerment Team Then they’' |l nbve on to
devel opi ng an on-site auditing procedure.
Then they' || nove on to the next nenber
st ate.

If the evaluation is for sone
reason consi dered unsati sfactory, either
because of a | ack of adequate response by the
nmenber state, or because the information
suggests a serious flaw with the system as
it conpares with our system in terns of
equi val ence.

Then the PMI will help coordinate a

response or reaction by the nenmber state

O course, if -- that may take sone tine to
generate. In which case, the Project
Management Teamwi || nobve on to the next

menber state assessnent.
Finally, I'd like to rem nd

everyone of the existence of an open public
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docket for the purpose of sharing MRA rel ated
informati on. That docket nunber

is 98-S-1064. | thank you for your interest
and attention, and | ook forward to your
questions and conments later in the nmeeting

MR, GAYLORD: Thank you, Brian. W
can see sone of the intricacies involved with
det erm ni ng equi val ence for the menber
st at es.

Now I'd like to give our attention
to Sylvia Henry, who is a consuner safety
officer in the Ofice of Conpliance and
Bi ol ogics Quality in the Center for Biologics
Eval uati on and Research, CBER CBER is
represented on the PMI and the JSC by her.

So she’s that representative for both bodies.
She’'s going to speak to us today about the
devel oprment of a two way alert systemto
ensure the rapid exchange of information
between FDA and the EU. Sylvia?

STATEMENT OF MS. HENRY

M5. HENRY: Thank you, Charles, for
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that introduction. It’'s a pleasure for ne to
be here today to speak on the two way al ert
system The purpose of the alert systemis
to share information in a tinmely and

ef fective manner in order to alert the
public.

Under the alert system we wll be
notified of defective products which are
potentially life threatening, or could cause
an injury to health. It is our hope that
this information will be shared jointly
anongst the US and the EU nenber states, so
that corrective actions can be carried out in
atinely and effective nanner.

This information was di scussed
briefly by Joseph in his overview of the MRA
but bears repeating for clarification of the
products which are included, and are not
included in the Pharmaceutical Annex of the
MRA. For the human medici nal products, this
i ncl udes prescription and non-prescription

product s.
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For human biologicals, this
i ncl udes vacci nes and i mmunol ogi cal s, but
excl udes bl ood and bl ood rel ated products.
For veterinary pharmaceuticals, this includes
prescription and non-prescription drugs, with
the excl usion of veterinary inmunol ogi cal s.
For pre-mxes, this includes the preparation
of medicated feeds for the EC, and type A
nedi cated feeds for the US

Lastly for internediates, this
woul d i nclude active pharnaceuti cal
i ngredients, or bul k pharnmaceuticals for the
US, and starting materials for the EC

For the elenents of the alert
system there were criteria that were |listed
and were taken into consideration for the
devel opnent of the project. The first being
docurmentation. W took into consideration
the definitions for crises and energenci es,
standi ng operating procedures, nechanisns for
heal t h hazard eval uati ons, classifications,

| anguage, and the transni ssion of
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i nformation.

For the crisis managenent system
this would involve the anal ysis and
conmmuni cat i on nmechani sns, and establ i shing
contact points, and subsequent reporting
nmechani sms. For enforcenent procedures, this
woul d i nclude foll owup mechani sns, and
corrective action procedures.

Under quality assurance, this would
i nclude surveillance and nonitoring of the
i mpl erent ati on of the corrective actions
t aken.

Lastly, for the contact points, the
EU and the US FDA have established contact
points which are identified for each of the
three centers being CBER, CDER, and CVM

The | ast point on the previous
slide mentioned the establishnment of contact
points. Both sides have agreed to designated
contact points. This will ensure that the
information that we're sharing will be sent

to the correct office. The itens that are
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listed are included in that process.

The alert systemitself is being
devel oped into separate conponents. The
first being the recall procedure, which is a
joint devel opment to capture vital
informati on that could be considered
hazardous to public health. Contact points
have been identified in each of the three
centers to handle this information. So
again, the information that we intend to
share will include quality defects, recalls,
counterfeiting, and other quality problens.
For exanple, situations such as stability
failure, and potency.

For the mode of conmunication, in
order to expedite the receipt of information
and the delivery of information, we agreed to
share information using one or both of the
foll owi ng nmet hods: either by FAX transmni ssion
or electronic mail.

As with any large project with a

magni t ude such as this for the MRA, there are
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concerns. As being the person who worked
directly with the working group, who put
together the alert system specifically the
recall SOP, there were several concerns that
came out in discussion during our neetings.

The first being | anguage. The
concern was receiving docunents in fifteen
| anguages, probably fromfifteen menber
states. The second being, if the docunents
did cone inin fifteen different |anguages,
they woul d have to be translated. So our
concern was, how would this affect the
urgency and the handling of critical
i nformati on? Because the information that
we're receiving under the alert systemis
critical?

The third woul d be the nmaintenance
of records. The problens that could occur if
the Agency had to take an action. W wanted
assurances that the records are being
mai nt ai ned, and are easily accessible.

Last, we wanted assurances that the
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firmcould take enforcement actions, if
needed. Exanples would be recalls, seizures,
and injunctions. For this, | didn't want to
concentrate on the negatives, which are
concerns, but should be addressed
nonet hel ess. The group nade mgj or

acconmpli shnents as far as the alert systemis
concer ned.

The Agency’s progress to date has
been acconplished through the hard work and
the dedi cation of the working group, with
i ndi vi duals from each of the centers who are
consi dered experts in the areas identified
for the alert system

A maj or acconplishnent was the
devel opment of the recall S-OP, which is
currently being reviewed by the EU nenber
states, and comments are pending to the
Agency. Wile listening to nmy co-workers,
and listening to some of the things that they
were tal king about in their presentations,

one of the major items | kept hearing was
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comuni cation, and the need to establish and
mai nt ai n conmuni cati on with our EU
counterparts.

| am pleased to say that in
devel oping the alert system we have
mai nt ai ned regul ar contact with our
counterparts in the EU, and with the alert
systemin general, specifically the recal
S-O-P, we hope to conplete the initial phase
of the alert systemw th the appropriate
speed, to benefit and protect both the US and
EU consuners.

Wth that said, that concludes ny
presentation on the two way alert system

MR, GAYLORD: Thank you, Sylvia for
giving us an overview of the two-way al ert
system Qur final presentation this norning
is going to be given by Merton Snith, the
Associate Director for Internationa
Agreenents in the Ofice of Internationa
Programs. He's going to address public

transparency of MRA processes. That is, the
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i nformation di scl osure requirenents regardi ng
non- publi ¢ docunents. Merton?
STATEMENT OF MR. SM TH

MR, SM TH. Thank you, Charles. |
too am pleased to be here this norning. |
want to nention that ny title up until
recently was Associate Director for
I nternational Agreenents. International
agreenments are so inmportant at FDA that in
the re-organi zation of the international
prograns, we have created a new staff with
several people, that are involved in
i nternational agreenents now.

Transparency, and the inportance of
transparency. Wen we were setting up the
agenda for this neeting, we right away
recogni zed that this should be a topic for
di scussion. | think everyone else on the
Proj ect Managenent Team sel ected a topic, and
sort of by default, this became ny topic.

| know, |ooking at the audience, |

know t hat nmany of you are very well versed in
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the requirenents of the F-O- |1 act. Really,
what we’re tal king about this norning is not
only sonme of the exenptions under the F-O|
act, establishing non-public information.

But nore inportantly, we're talking about a
nore esoteric, or sort of arcane area of FDA
I aw i nvol vi ng the exchange of non-public
information with foreign governnents, foreign
regul atory counterparts.

As you have heard from severa
speakers, if this MR A Pharmaceutical Annex
works out well, we will be nornally endorsing
i nspection reports received from equival ent
E- C nenber state authorities. So conceiv-
ably, scores of FDA inspections that are
currently done by FDA could, during the
operational period of this agreenent, then be
done by EC nenber states.

For this reason, FDA believes that
it is critically inportant to nmake the
information that is the basis for equival ence

determ nations as available to the public as
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possible. Indeed, the credibility of the MRA
process requires this.

Recently, the FDA was invited to a
neeting in Paris, basically to explain our
regul atory system |In particular, the
Eur opeans wanted to know how we nai ntain such
good credibility with the wide variety of
interested parties that foll ow FDA
activities. Renenber, this neeting canme on
the heels of two inportant controversies in
Europe, the BSE, or mad cow epi sode, and the
di oxins in animal feed probl em

During this neeting in Paris, FDA
of ficials enphasized one key principle that
underlies FDA's public credibility. Nanely
the fact that FDA takes very deliberate
efforts to openly comunicate with all of its
stake hol ders and that inportant benefits
flow fromthe resulting feedback

There are, however, necessary
limtations on public openness that are

reflected in several pieces of Congressional
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legislation. | nentioned the Freedom of
Informati on Act, also the Privacy Act, sone
ot her I aws, including the Food, Drug and
Cosnetic Act, the Econonic Espionage Act, and
the Trade Secrets Act.

Transparency nust be achieved in
accordance with these statutes, as well as
the regul ations that inplenment their
statutes. So | want to spend a few mnutes
tal ki ng about FDA' s disclosure rules, and the
policies that underlie those rules.

In the next five minutes or so, |
will go over FDA's general disclosure policy
with -- and di scuss and describe sone of the
i mportant provisions of the Freedom of
I nformation Act that exenpt certain types of
informati on fromdisclosure. Then I'Il focus
again on how FDA is able to, and in sone
cases how FDA is not able to, exchange
non-public information with foreign
governnent officials.

It is FDA's policy that it wll
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make the full est possible disclosure of its
records to the public. Such disclosures,
however, must be bal anced agai nst privacy
ri ghts of individuals, balanced against the
property rights of persons, such as trade
secret information that resides at FDA,
confidential commrercial information that is
property, that belongs to others, that

resi des at FDA.

Al so we need to bal ance discl osure
agai nst FDA's need to pronote frank internal
policy deliberations. Then, finally, we need
to bal ance FDA' s disclosure against its need
to pursue regulatory activities without
di sruption.

Finally, FDA nust disclose records
except where disclosure is specifically
exenpted. Now let’s | ook nore closely at
where the law pernmits or requires exceptions
to full disclosure.

This slide lists the inportant

exenptions for FDA under the Freedom of
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Information Act. The so-called B-1 exenption
recogni zes non-di sclosure in the interests of
nati onal security. This includes nationa
defense, and foreign affairs. Wile FDA
normal ly has not relied on this exenption to
a great extent, obviously in the area of the
MRA, and international agreenents,
international relations, there is a distinct
possibility that we could rely on this in
certain instances.

The B-4 exenption recogni zes
non-di scl osure of public -- or, of trade
secret information, including confidential
comerci al information, and confidential
financial information. B-5 exenption
recogni zes non-di scl osure of interna
governnent nmenos and drafts. B-5 is rather
circumscri bed for FDA, and for other
gover nment agenci es through sone policies
that have enmanated fromthe Departnment of
Justice, as well as sone clarifications in

FDA' s regul ati ons.
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B-6 recogni zes non-di scl osure of
informati on the rel ease of which would be a
cl ear invasion of an individual’'s privacy.
B- 7 recogni zes non-di scl osure of records that
the rel ease of which would interfere with | aw
enf orcement proceedi ngs, or deprive a person
of the right to a fair trial

Now I et’s | ook at how FDA can share
non- public information with a foreign
government without triggering the requirenent
to share with the rest of the world. These
requi renents are part of FDA' s regul ation,
nanely Section 20.89 of our CFR, Title 21.

This slide sunmari zes 20. 89. Her e
|"ve listed a nunmber of purposes for being
able to share non-public information with
foreign governnments, namely, exenptions
should be made to facilitate cooperative | aw
enforcenment and regul atory efforts, to pursue
har noni zati on of regulatory requirenents, and
to inplenent international agreenents.

The last point on this slide notes
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that to permt such sharing of non-public
information with a foreign regulatory agency,
FDA will usually need to enter into a witten
agreement, or receive a witten statenent
fromthe recipient governnent, stating that
it has the authority to protect the
non-public informati on and, also, that it
makes an affirmative conmitnment to protect
that information.

Now | et’s | ook at sonme of the
detail of what FDA has to do in order to
share various categories of non-public
information with foreign governnents, and
then not trigger the Uniform Access to
Records Requirement that | mentioned.

First, for |aw enforcenent records
that are open or ongoing, there's no
requi renent for FDA to receive a statenent
fromthe foreign governnent that it will --
that it has the authority, and will protect
this information. However, FDA does transnmit

this kind of information to foreign
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regulators with a cautionary letter that

advi ses those regul ators of the need to keep
this information; -- to non-disclose this

i nformati on.

For records containing confidential
commerci al information, FDA needs a statenent
that the foreign government has the authority
to not disclose the information, and also a
commitnent that they will not disclose it.

Furthernore, FDA often needs the
consent of the subnmitter of the confidential
comrercial information. Although if we feel
that it’s in the interest of public health to
share this information, we may not need that
consent, for confidential comrercia
i nformati on.

| wanted to note to this audi ence
and when we go to the question and answer
period, FDA is really looking for a reaction
to the problemthat we have of having to dea
with getting consent, particularly fromthe

i ndustry, to share confidential commercia
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information, as well as trade secret
information, with foreign governnents.

Rat her than do this on a case by
case basis for every piece of information
that we have to share under this agreenent
and other agreenents, we’'re |ooking for ideas
fromthe audi ence about whether we coul d have
sonme sort of blanket agreenent with an
i ndustry that has this kind of infornmation
that we want, or that we nmay have to share
wi th under these agreenents.

So, if you could give us sone
f eedback, either during the question or
answer period, or send witten coments to
the docket that Brian nentioned, we would
appreciate it. W’'re |looking for ways to
make this exchange nore practical for FDA
wi t hout jeopardizing industry’'s rights,
property rights

Finally, for records containing
confidential commercial information that are

shared with visiting foreign scientists on
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FDA prenises, we have to get, we want to get,
and we have to get a signed statenment from
the visiting scientist that they commt to
not disclosing this information. Also, we
need to get a statenent saying that they have
no conflicting financial interest in the

i nformati on.

For records containing trade
secrets that are shared with foreign
governments, in this case, FDA requires a
statenent of authority and commtnent, but
al so needs the property owner’'s consent.
Again, we're | ooking for ways to avoid having
to get that consent on a case by case basis.
So, any ideas that particularly menbers of
the industry have in how we could do this
woul d be appreci at ed.

For records containing trade
secrets that are shared with the visiting
scientists on FDA's prenmi ses, FDA requires
again, a signed statement committing that

they will not share this information. W
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don't allow themto take this information
away from FDA, obviously. But they have to
sign a statement saying that they comit not
to share it, not to disclose it and they al so
commit that there is no conflicting financial
i nterest that they have.

For records contai ning
pre-deci sional information that is shared
with foreign governnents, FDA requires a
statenent fromthe foreign governnent that
they have authority to not disclose this
information, and al so a statenent that they
comit not to disclose the information.

Al 't hough in 1998 FDA published a
proposal that would elimnate this
requi renent for pre-decisional information
we are about ready to publish the final rule.
So there’'s a chance that this requirenent
coul d be elin nated.

However, FDA, for pre-decisiona
informati on, we do have internal FDA

procedures that assure that there’s no



10

11

12

13

14

15

16

17

18

19

20

21

22

i mproper pre-decisional information that
woul d be shared with forei gn governments

Finally, for records containing
personal privacy information, again, FDA
generally requires a statenent of authority
and conmitnent, as |’'ve nentioned before, for
other types of information. But we al so
requi re, generally, that the individual give
their consent to disclose this information

In conclusion, while FDA strives to
be as conpletely transparent as possi bl e,
there are certain limtations that reflect
legitimate public policies. Nanely the
protection of public rights, or property
rights. The protection of privacy rights.

A need by FDA not to chill the
docurent ati on of spontaneous internal Agency
deliberations. O not to chill or circunvent
regul atory -- FDA's regulatory pursuits. As
| explained, that generally if FDA shares any
non-public information with a foreign

governnment, it must share it with the general
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public. This is, again, under 20.21. |It's
cal l ed the Uniform Access Rul e.

But if we follow procedures
outlined in 20.89, where we have certain
saf eguards, FDA can share non-public
information with foreign governnents without
triggering this Uniform Access to Records
Requi renent. Every day as part of FDA
i ncreasingly frequent international
cooperative efforts with foreign counterpart
regul atory agencies, the FDA finds it
i ncreasingly necessary to exchange non-public
information with its foreign regulatory
col | eagues.

| ook forward to any questions
that you mi ght have about this. | note that
we have sone experts from our General
Counsel’s O fice, and other offices that deal
with Freedomof Information. The exchange of
information with foreign governnent
counterparts really doesn't fall under

Freedom of Information. But obviously from
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what |’'ve said, there are inplications for
Freedom of I nformation

Thank you very nuch.

MR GAYLORD: Well Merton, we'd
like to thank you as well, and each of the
presenters this norning for providing us with
that information.

At this point, we'd like to take a
fifteen minute break, and cone back to the
second part of the neeting. As Sharon
nmentioned at the outset, this is a dial ogue
So, when we come back, we’'ll have
presentations fromthe audi ence, foll owed by
the Q and A part, which | know that you are
waiting for.

We like your input, and | ook
forward to those parts. So, we're going to
re-convene at twelve mnutes of by this clock
her e.

(Recess)
MR. GAYLORD: As | had indicated at

the outset of the neeting, there were three
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who were going to be in attendance today who
said that they would like to give
presentations. | saw two of the people on
the sign-in sheet. 1'd like to know if
Ms. Doris Haire or Ms. Sybil Shainwald is here
fromthe National Wnen's Health Alliance?
They were one of the presenters. Are either
one of them here today? | know Doris. |
didn't see her.

So, well, they may have stepped
out. 1'd also like to acknow edge the
probl emw th parking that some of you nay
have faced. Most people when they called
said that they were going to take the subway,
but I know a fair nunmber drove. So, sone had
to go out to feed the neters, or to nove
their cars. | apologize for the tight
parki ng space situation here. 1t’s sonething
that as FDA ers we’ve endured for a while.
We hope that you were able to get your cars
to safe haven. W have the parking |ot, but

it fills up pretty quickly, the pay parking
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| ot.

One thing, too. After the
presentations, we will have the question and
answer period. as | nentioned before, you
can wite your questions down on the index
cards that are in the packet. We have
people that will collect those. So, if you
can pass those down. whoever on the end of
each of the rows, if you would just hold
t hose up.

Eri k Henri kson, or Nancy, or others
that have volunteered, said that they would
pi ck those up, we will relate those

Well, to give our first
presentation, we have with us fromthe
Consumer Health Care Products Associ ation,
M. WIlliam Bradl ey, who is the vice
president for technical affairs. So, let’'s
give our attention to M. Bradley as he gives
our first presentation

STATEMENT OF MR BRADLEY

MR. BRADLEY: Thank you, Charl es.
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Oiginally, these coments were going to be
given by Dr. Frank Sena, who is chairman of
our Manufacturing Controls Comrittee. But he
was called to jury duty. Therefore could not
be here. So, I'mgoing to be presenting
these comments for him

My name is Bill Bradley. | am Vice
President for Technical Affairs for the
Consumer Health Care Products Associ ation,
CHPA, which was fornmerly the Non-
Prescription Drug Manufacturer’s Associ ation,
whi ch nore of you are probably faniliar with
at this tinme.

CHPA is a national trade
associ ation that has been representing the
manuf acturers and distributors of
non-prescription or over the counter OIC drug
products for over a hundred years.

| would Iike to take this
opportunity to state that CHPA strongly
supports the MRA effort, and the proposed

rule, with its potential to inprove patient
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access to safe and effective technol ogi es,

reduce unnecessary regul atory redundanci es,

enhance the access of United States and EC
conpani es to each other’s markets, provide
significant savings to both conpanies and
regul ators, and set the stage for further
regul atory cooperati on and harnoni zati on

CHPA bel i eves that the proposed

rule and the MRA all ow for incorporation of

the best regulatory attributes of both
parties. CHPA supports the FDA view that

equi val ence of GWP reports, and other

conformty assessnent reports and eval uations

bet ween the FDA and EC nenber state
authorities and CAB's can be relied on to
hel p ensure the safety, quality, and
ef fectiveness of products exported to the
United States while al so reducing the
regul atory burden on manufacturers.

CHPA hopes that the MRA and the

pendi ng regul ation al so pernmt FDA to

re-direct some of its inspectional resources
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fromcountries whose systens are found

equi val ent to or higher than risk priorities
not covered under the MRA. |'msorry, that
we hope they can re-direct sone of it to risk
priorities not covered under the MRA

The Agency may thus better target
its limted foreign inspection and ot her
resources devoted to inports and ot her
regul atory concerns. Thus, FDA will be able
to leverage its resources by relying on
information fromits counterpart regul atory
authorities in foreign countries that have
denonst rat ed equi val ence.

CHPA antici pates that under the MRA
and the proposed regul ation, as equival ence
is achi eved between regul atory systens of EC
nmenber state authorities or conformty
assessnent bodies, and FDA, there will be
reduced need for inporting countries to
engage in resource intensive foreign
i nspection, sanpling, and exam nation of

products being considered for entry from

93



10

11

12

13

14

15

16

17

18

19

20

21

22

countries with equival ent systens.

This can assist in speedier
approval s of safe and effective products, and
in nore conprehensive and effective
surveillance of GW's and quality systens.

We support the transition period, with its
enphasi s on col | aborative confidence buil di ng
activities between FDA and EC nenber state
authorities, and CAB's which should result in
har noni zati on of requirements at a high | eve
of consuner protection, thus enhancing

regul atory controls.

CHPA al so urges FDA to consider and
ensure the continuance of the US system for
the approval, manufacture and conpliance
prograns associated with OIC nedi ci nes. Few
countries within the EC naintain a class of
qual ity drug products equivalent to the US
OrC i ndustry. Hence, the conpliance approach
within the EC should be to treat OIC as
Rx- product s.

A cl ear exanple of the difference

94



10

11

12

13

14

15

16

17

18

19

20

21

22

in conpliance evaluation in the USis the

| ongst andi ng FDA exenption fromexpiration
dating for non-dosage limtation OTC s for

whi ch the nmanufacturer has greater than three
years satisfactory stability support. This
type of exenption does not exist in the EC

CHPA is al so concerned that the
| anguage of the proposed rule published on
April 10, 1998, refers al nost exclusively to
mar keti ng aut horizations, |icenses, et
cetera, which are terms usually applied to
our ex-products or, in the EC, registered
phar maceutical s, and may not be associ at ed
with OTC products.

Finally, CHPA would also add its
encouragenent to the efforts proposed by FDA
during the transitional period, designed to
build joint confidence between the parties
t hrough semi nars, workshops, joint training
exerci ses, and observed inspections.

Furthernore, CHPA offers its

menbership to assist in this effort in any
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reasonabl e way that FDA nay judge
appropriate. Exanples of such assistance
coul d be hosted joint plant tours, or
participation, or contributing faculty to
i nspectorate training, or workshops.

Thank you for the tine and
opportunity to present these comrents.

MR, GAYLORD: Thank you,
M. Bradl ey, for presenting those conments
for us today. Now I'd like to give our
attention to Ms. Mary Bottari, of "Public
Citizen". she is the director of their
Har nony project, Harnonization project. She
is fresh back from Seattle, and so is stil
recovering fromthat. But it is a pleasure
to have you with us Ms. Bottari?

STATEMENT COF MS. BOTTAR

MS. BOITARI: Thank you very mnuch.
| amthe director of "Public Gtizen’s"
Har noni zation Project. what the
Har noni zati on Project does is we track

i nternational harnonization activities in all
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federal agencies, and we try and exani ne the
har noni zati on i npact upon consuners

We are also part of the Steering
Committee of the Trans-Atlantic Consumer
Di al ogue, and so have been followi ng this MRA
with great interest, and was very interested
in the presentations here today.

W are basically alittle
unconfortable with this nmutual recognition
agreenent for a wide variety of reasons. But
"1l nmake ny conments brief. [It's very
concerning that the MRA was di scussed as
early as 1989. Yet prior to it being signed,
there was very little public notice, public
i nvol venent, in the MRA process.

We are al so concerned that the MRA
will be privatizing what are normally public
health functions of the US governnent. W
are concerned that EU manufacturers can pick
and choose anpongst CABs and that as a 1996
GAO report made clear, that the notified

bodi es i n Europe operate under nuch |ess
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conpr ehensi ve conflict of interest standards
than our FDA officials do here.

"Public Citizen" has a wide variety
of interests in these types of issues. But
nost inmportantly to us are the inpact of
these trade negotiations on four of our nost
treasured |l aws: the Freedom of |nformation
Act, Administrative Procedures Act, the
Governnent and Sunshine Law, and the Federal
Advi sory Conmittee Act, which require
bal anced advi sory comittees in the
gover nnment .

There’s been a | ot of discussion
here about transparency and confidentiality.
These continue to be controversial topics in
negotiation of the MRA. for those of you in
the roomthat think the FDA is persnickety
about this stuff, they're not half as
persni ckety as we are.

W want to ensure that all
gover nment docunents that are currently

avail able to consuners will remain avail abl e
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to consuners during the inplenentation of
this MRA. That neans all inspection reports,
all recall alerts, and a variety of other
docunents that will be generated.

When we hear from Merton Snith that
the FDA coul d possibly invoke a nationa
security exenption to the FO A, that alarns
us. It's hard to i magi ne what the nationa
security inplications are of this type of
phar maceuti cal agreenent.

We're al so unconfortable with the
noti on of equival ency. The notion was
created in the Wrld Trade Organi zati on as
sort of a wishy washy notion that doesn’t
nmean that you have to harnoni ze specific
standards. That you can take whole sets of
regul atory, perhaps very disparate regul atory
rules, and just sort of declare them
equi val ent .

US federal agenci es have been
reachi ng di fferent equival ency agreenents.

They haven't been defining their ternms. They
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haven't been defining what criteria they use
to reach equivalency. The FDA is doing a
slightly better job than other agencies by
defining different criteria they would use in
reachi ng equi val ency determ nations.

But we woul d hope that when you get
to the point where you are going to nake an
equi val ency decision, that you will post that
as a proposed rule. That you will list every
single criteria exam ned, and the performance
of the other nation state on those criteria.

O course, we would hope that the
FDA is going to be maintaining or inproving
the current level of public health and safety
achi eved under our US laws. W would ask
that once an equival ency decision is reached,
that there is a nmechanismfor an ongoing
revi ew of the equival ency decision. That
after three years or five years, there is
again, public record of rule making on the
equi val ency decision, to make sure that it’'s

wor ki ng for US consuners.
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Lastly, the FDA has often stated
that its resources to engage in these kinds
of activities are stretched thin. W would
hope that the FDA would be able to secure the
resources needed to make sure they pursue all
these international trade activities in the
nost appropriate manner guardi ng US public
heal th. Thank you.

AUDI ENCE QUESTI ONS

MR GAYLORD: |I'd like to thank
you, Ms. Bottari. W appreciate that input.
W' re glad that at | east one consumer group
was here. We know that many were in Seattle.
So we appreciate your being here today.

I"d like to ask again if the
National Wonen's Health Alliance is here
It's one of the consumer groups, and they
wanted to present, as well. |If not? Then we
will proceed to the conveni ng of the panel
so that we can have the Q and A di scussion

We'd like to have our attention

directed again to the project nanagenent
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team that will conprise one panel. In
addition, we have representatives from each
of the organizations, the centers and ot her
of fices that have been involved in the
i mpl erent ation, as well as the negotiation of
this particul ar agreenent.

So, for the second panel, we have
two directors fromthe Ofice of
International Prograns. W have Walter

Batts, who is the Director of the

International Relations Staff. I"d like you
to cone forward. W' ve had your nane,

pl aquard for you there. | know that Linda
Horton was here earlier. She will be back

very shortly, okay, and will join us. She's
the director of the International Agreenents
and Trade Staff.

As Merton nentioned to you, there
is an organi zati onal change within the Ofice
of International Affairs. There are now
going to be sub- offices under the Ofice of

International Progranms. So, Linda Horton and
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Walter Batts are two of the directors of the
four staffs.

In addition we have, in our
audi ence, we have representatives fromthe
Centers. The Center for Biologics, we have
Dr. Elaine Esber. | see her in the audience.
W have, fromthe Center for Drugs, we have
St ephanie Gray. | saw, she is here. Also,
we have fromthe O fice of General Counsel
we have M ss Leigh Hayes. W have Katherine
Cooper, who is a recent addition to the
Proj ect Managenent Team So, | would like to
wel come each of them

At this point we are going to throw
open this part of the neeting to you in terms
of questions that you might have. W ask
that you use the microphones that are on each
of the outer aisles. Again, if you would
gi ve your nane and organi zati ona
affiliation, we would appreciate it. Again,
i f you have any questions that you’ ve put on

the index cards, you can pass those to the

103



10

11

12

13

14

15

16

17

18

19

20

21

22

104

outer aisles, and they will be collected and
f or war ded.

So, who would like to go first.
Yes, pl ease?

MR FREY: |'mEd Frey, and |'m
with the EA, which is an internationa
associ ati on pharnmaceutical scientists. |

not ed what Joe Famul are said, that the MRA is

not a harnoni zati on process. | appreciate

that. |It’'s about equival ence determ nation.
But it seens as if it will not

fulfill its pronmise without -- without

attention being given to harnoni zation of the
requi renents that underlie the very purpose
of inspections. The situation the way it is
now, conpani es who operate in various regions
of the world face different requirenments for
sterile filtration, different environnenta
nmonitoring requi renents for new technol ogi es.
Exanpl e, barrier systens for
aseptic processing. Different rules for

media fills. The inplenentation of Part 11,



10

11

12

13

14

15

16

17

18

19

20

21

22

105

the new FDA rules for electronic
identification, electronic signatures.
Possi bly even the very definition of GW
itself.

There is a player that has not been
nmenti oned, the Pharmaceutical |nspection
Conventi on/ Cooperati on Schene, which is
produci ng GW requirenents that appear to be
adopted by the European Union authorities
wi thout a public participation process. |
wonder if the panel has given any thought to
the inpact of this. What is the thought
about the inportance of harnonizing, so
that the inspections really do report on the
sane things, and apply the same requirenments
wor | dwi de.

MR, GAYLORD: Joseph?

MR. FAMULARE: Your question is
| oaded with many aspects in deternining
equi val ence. First of all, I'll start out
with the whol e concept of harnonization.

Whi |l e harnmoni zation is not at the
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core of this Agreenent, its equival ence, as
we wel | enphasized, the fact that regulatory
authorities now as part of this process are
com ng into collaboration and worki ng
together, there are certainly holes.

There's certainly no prohibition
agai nst certain harnoni zati ons taking pl ace.
| think it’s just a natural outcone of the
pr ocess.

So certainly, as we | ook at
eval uati ng each other’'s standards, there may
be differences in standards, whether it be
for aseptic filling, media fills, or |amnar
fl ow hoods, and so forth. These other
technical areas where there may be
differences, it remains to be seen as a
result of our equival ency assessnent process
if we can live with those differences.

O whether, for exanple, an
authority or an area is found not equival ent,
if they're found so -- to be disparate and

har noni zation in those areas, or sone neeting
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of the minds will occur.

So these are things that are yet to
play out in ternms of how those things will be
eval uated. Just bear in mnd that what hol ds
it does hold, that sone things that are not
exactly the same will be deened equival ent
and naybe sone things will be deened so
di fferent that they cannot be equival ent.

That may nove both sides towards sonme sort of
“har nmoni zati on" on those efforts.

The ot her point you brought up was,
for exanple, Part 11 was one other point you
brought up. W have a rule in place here
The Europeans have their ways of dealing with
the el ectronic records and signatures and
again, just like the GW' s or other
directives, guidances, and so forth, whether
they emanate through rul e naking processes in
each authority at the EC | evel

O if sonmething is adopted as a
result of PIC influence, we will have to | ook

at and evaluate if it’'s equivalent to our own
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process. Qur process, of course, any
gui dance, or directive, or regulation that
cones forward, we have standard procedures
for sharing that with the public.

Whet her the European authorities
are bringing into place directives or
gui dances that aren’t going through that
process, whether it be through PIC, or sone
ot her neans, we will | ook at that against our
own. We are |looking at our |aws, directives
and regul ati ons as bench marks, to conpare to
theirs.

Renmenber that we’'re | ooking at
their overall systemfor evaluation. So it
| ooks at how they put together their |aws,
regul ati ons, how they enforce them and so
forth. So, these things will be encountered
as we go through our equival ency assessnent
pr ocess.

They may sl ow things down. They
may cause problenms. They may cause bunps in

the road as we go along. These are things
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that we have to consider, and inportant
factors, as you pointed out in your question.

MR, GAYLORD: Wbuld any of the
other panelists like to address that
question?

Ckay. |I'mgoing to read one of the
questions that was just passed forward. It’'s
a three part question. Raynond had nentioned
about GAO had at | east two pointed inquiries
that they directed to FDA

So the first part concerns GAO It
says, GAO has expressed concern about FDA's
MRA i nmpl emrent ati on. \What are GAO s current
concerns? What GAO concerns have been
addressed? What are the potential inpacts of
GAO s ongoi ng concerns on the inplenentation
time table?

So, who would like to address that?
For those who give responses, if you would
gi ve your name, so that that can be recorded
for the transcription process. Raynond?

MR MARS: |s anyone from GAO here?
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You get an answer, so | don’t know. I’
have to be careful

|"ve been in this process for about
a year. What |’ve seen really are two
focused probes. From ny perspective, the
probes are focused at the procedures we're
going to use to assess equival ence. They're
also interested in a plan, and tinme table,
and things |ike that.

| think FDA has assuaged t hat
concern pretty well. W have a very detail ed
pl an for progressing and taking specific
steps to nove forward. W' ve given you a
sumary of that.

The other part of it has to do with
the actual criteria we are going to use to
make those equival ence assessnents, as wel |
as some concern about the order in which
we're going to deal with the countries. Qur
responses to GAO have basically been that, in
stepping through the plan, as we' ve devel oped

it, that we will develop criteria that we'll
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use to assess each of the fifteen nenber
states, and all of the regul atory systens.

It will be a conmon approach. It's
going to be kind of an iterative process that
we anticipate is going to be conpleted with
the first assessnment of the first menber
state. Brian laid out sonme of the criteria
we're going to use to determ ne who we're
going to do first.

But you know, that’'s basically
where |’ ve seen them questioning us. The
ot her issue has been resources. Have we got
the resources to do it? Do we have the
expertise to do it? Sone of that | think
we' ve answered. We do, FDA does in sone
ot her areas donestically, within the state
program mlk program and sone others, we do
make equi val ence assessnment of other
regul atory systens.

So it’'s not an area totally new to
us, although doing it overseas certainly is.

So it’'s been, the specifics of the
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i mpl enmentation program resources, that kind
of thing.
MR GAYLORD: All right. Wat
about potential, in terns of the -- Brian?
MR, HASSELBALCH: Brian
Hassel balch. If | could just add to that.
That was a very good summary of GAO s
concerns. The two outstanding in their nost
recent report were the order of nenber
states, and the lack of values assigned to
equi val ence criteria. Such that, could we
consider a particular element to a system so
critical that, absent it, we'd find them not
equi val ent at the outset, and so on?

So of a systemof critical major
and minors. You're very famliar with the
sanpling plans. As Ray nentioned, we

under stand the need for that kind of an

approach. That is the approach we will take.

But we didn’t have answers for GAO in
accordance with their time line or table for

needi ng answers.
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But | think we satisfied themthat
that is how we are thinking. W’IlIl develop a
nore detail ed procedure for that in the
future. As well as the establishnment of the
order of nenmber states.

So | think GAO s concerns were
largely a result of a difference of opinion
on the timng for that information, rather
than the need for it.

MR, GAYLORD: Syl via?

M5. HENRY: There was al so sone
concern from GAO regardi ng the Gant chart
that was provided. The Gant chart is a line
by line listing of the activities which are
involved in the MRA process itself. we
provi ded answers to the questions that cane
up from GAO on that.

MR GAYLORD: Ckay. All right.
We're going to ask one other question from
this, and then we'll go to Dr. Wod

The Canadi an authorities issued an

SOP descri bing processes or procedures they
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will use for joint inspections. WII| the FDA
give industry simlar guidance on US - EU
acconpani ed i nspecti ons?

Secondl y, can industry assume the
process for the US - EU MRA will be sinilar
to that described in the Canadi an SOP?

Raynond?

MR MARS: Ray Mars. Wen we get
to the point of doing on site inspection
equi val ence determinations, | think what we
foresee is acconpanying the nmenmber state
i nspector, after review ng their procedures,
and policies, and that kind of thing, and
observi ng what they do.

We will devel op neasures that
identify probably critical things that we
think need to be done on an inspection. But
| think it’s going to be very simlar to what
we're doing now with the Device Certification
Pr ogram

Basically, we’'re along to observe

how t he ot her person does what it is they're
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doing. then to nmake a judgnent of that, to
determ ne whet her or not they' re doing an
equi valent job in ternms of inspection.

Again, it’s not going to have to be identical
to the way we do it. But some equival ency of
critical areas.

MR, FAMULARE: | night just add on,
| think the concern there on the question is
the -- will industry know what's goi ng on?
W' ve di scussed on both sides, fromour side
and fromthe European side, that we would try
and keep industry apprai sed of our plans on
how we’ re going to go about these joint
i nspecti ons.

Because there’s been concern
raised. Well, will it be a, you know, one
topping the other type thing? No. W want
to make sure that the fol ks that do these
assessnents are trained in the assessnents on
our side, and the Europeans on their side, in
terms of doing an inspection in a nornal

manner that could be observed by the other
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si de.

MR, GAYLORD: Wul d anybody like to
address that? Okay. Dr. Wod, please

MR WOOD: |I'mRichard Wod. |'m
the director of Aninmal Concerns Trust. W're
a consumer group that works on food animal
issues. | have a question that you've really
touched on, | think, but I want to see where
it fits on the flow chart.

The regul ation states that the FDA
will make available in a public docunent the
conpl ete administrative file that constitutes
the basis for the FDA' s equival ence
determination. So Dr. Brian Hassel bal ch, you
laid out the flow chart. Were in that flow
chart m ght we expect that report to cone,

t hen?

Wuld it cone out as one
assessnent, equival ency assessment is
conpl eted, and then we'll see a report? O
what might we anticipate as we | ook at this?

MR HASSELBALCH: Bri an
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Hassel bal ch. The tinming of that, as

i ndi cated, albeit not clearly, would happen
at the end of the transition period, that is,
at the end of the three year period. W
don't intend to issue reports of our finding
of equival ence or non-equival ence until the
very end.

MR, WOOD: So even though in the
flow chart, under the transition period,
where it indicates there's FDA assessnent
findings conpiled in the report, and so on
that would not be -- those kinds of -- that
public report would -- at that point, then
woul d have to wait until the end, is that
right?

MR, HASSELBALCH: Right. That
informati on at that point wouldn't be
publicized. Again, those are findings of
assessnents, nmany pieces to the overall
assessnent that get conpiled, and put into an
Agency deci si on maki ng record, which would be

t he deci si on point on equival ence or
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non- equi val ence. O no finding can be nade
because of a lack of information.

MR WOOD: Just so that |'mclear,
and | apol ogi ze for bel aboring this a noment.
But then the only point at which the public
will be able to really see the full status of
these assessnent findings will be after the
assessnent has been nade then, is that
correct?

MR. HASSELBALCH: That is correct.

MR GAYLORD: Yes? Please?

M5. VEXLER: |I'mJill Wexler, with
Phar maceuti cal Executive magazine. As |
understood from Dr. Hassel bal ch’s remarks,
the current procedures is that you' re | ooking
at certain nmenber states first, and others
later. that you also may | ook, focus your
equi val ence assessments on certain kinds of
products or processes.

Is this procedure, the nodus
operandi agreed on by the EU? M inpression

was initially that they were | ooking for sort
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of an all or nothing Agreenent.

MR, HASSELBALCH: The product
process distinction is of course, agreed
upon. That is enshrined in the Agreenent.
You' re correct, the EU is concerned that we
finish all nmenber states, all systens, in the
three year transition period established in
the Agreenent.

The Agreenent of course, also has
| anguage which allows either party to make as
diligent an effort as possible, given their
exi sting resources, to conplete the effort.
It doesn’t actually require that, the
assessnents, the |anguage of the Agreenent,
to our read, ny read, doesn't require that
assessnents be necessarily finished at the
end of the three years.

But the EU did indicate to us in
our last neeting that they felt if we
couldn’t finish themall by the end of the
three years, to a determination, then we'd

have to extend the transition period,
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effectively. Move it beyond three years
thus, delay any benefits that we m ght
otherwi se get froma finding of equival ence

Wi ch woul d be an exchange of
i nspection report for normal endorsenent. A
cessation of inspections for those equival ent
authorities, and so on. So, we're still
di scussing that. W have a difference of
opi nion on how t he Agreement obligates either
party in that regard

MR. FAMULARE: That's why |
enphasi zed in nmy presentation that although
we have a plan over this next three years,
that plan is subject to the availability of
resources, and other factors beyond our
control, in getting done with the nmenber
states by the end of the three year
transition period.

MR GAYLORD: Al right. As |
nmentioned, there’'s a three part question, and
"Il ask the third part of this question

that's stated on the first card | received.
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It says, does FDA see pi eceneal

i mpl ementation as possible or likely? Now,
there’'s a definition of pieceneal here, and
cannot make out a portion of it. But it

says, pieceneal neans a nmenber state could be
found equivalent for tablets, not for
sonet hi ng deal ing with production.

Then it says, is pieceneal
absolutely out of the question? So, the
author of this question, if you d like to
el aborate further before this is passed to
the panel ? Yes? Please?

MR. McM LLAN: -- aspect of their
production, their equivalent. There is
equi val ence in other parts -- we can proceed.

MR GAYLORD: All right. your nane
and organi zational affiliation?

MR MM LLAN:. Steve MM Ilan --
Anerican Pharmaceutical --

MR GAYLORD: Ckay. M. McMIIlan.
Thank you. W'd like to address that

questi on.
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MR HASSELBALCH: 1'Il address it.
Bri an Hassel bal ch again. Yes, we would
proceed. In fact, that is ny understanding
of the negotiation process. The devel opnent
of the |l anguage of the Agreenment was that
that particular el enent of the Agreenent was
put in for the nost part to allow us to nove
forward to a potential finding of
equi val ence, even though many nenber states
couldn’t or don't regulate active
phar maceuti cal ingredient production.

But of course, it includes not just
API’s but all product and process types, any
product and process types. So, it's a
feature of the Agreenent that allows us to
carve away from or carve out, problem areas,
or areas of mmjor disagreenent, so that we
can nmove forward to a finding of equival ence
for other areas where equival ence exists

MR, McM LLAN: (I naudi bl e)

MR, HASSELBALCH: |I’'msorry? |It’'s

possible. Until we actually get further into
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the reviews, you know? M guess, yes. |It's
very likely. Certainly for API's, at this
point. If | were to --

MR. FAMULARE: Joe Fanulare. |
m ght just add to that also, fromthe
Eur opean perspective. They also | ooked at
that feature, because they realize that not
every of the fifteen nenber states for
exanpl e, may have expertise in every area of
producti on.

There may be authorities that don't
even have facilities that produce sterile
products. So that’s another encunbrance
that’s overcone by this parsing out of
processes.

So there’s two ways of | ooking at
it. One, a process may exist in a nmenber
state authority that is not found equival ent
after our review.

The other way of |ooking at it is
that a particular -- when we give an

authority, when we say an authority is found



10

11

12

13

14

15

16

17

18

19

20

21

22

equivalent, if they don’t even have the
capability or expertise in that area, we
certainly wouldn’t say that they're

equi valent in small vol une parenteral
producti on.

Then three years later a plant
opens up, and we’'ve never assessed them for
that particular technical aspect.

So that allows a number of
flexibilities. That's why that’s worked into
the Agreenent.

MR, GAYLORD: Anyone el se? Merton?

MR SMTH  Merton Smith. 1'd like
to just clarify that if we do this pieceneal
at all, you don't necessarily infer that
where we have not deterni ned equival ence that
there’s a problemwith their system It may
be a problemwi th getting the information
about their system or sonme other problem

Not necessarily that we're finding
t hem non-equi val ent, and trying to work on

that. That's the delay. So, | just wanted
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MR, GAYLORD: Ckay. Anyone el se
fromthe audience would like to ask a
question? Wuld you pl ease use the
m crophone? So, whenever you have questi ons,
pl ease, if you'd go to the microphones, we’'d
appreciate it.

MR, HOLMES: Mal col m Hol mes.
chair the Working Party for the EFP
Committee on MRA's, the European Federation
of Pharmaceutical Industries, and al so work
with G axo-Wel | cone.

I'"d just like to take up on the
i ssue of API's, which is sonething | see
wher e perhaps there coul d be non-equival ence
stated, because the legislation isn't in
pl ace in nmuch of Europe to actually cover
APl's at this stage.

| wanted to know what the process
woul d be for including those API's post the
transition phase. Because many countries

will actually have legislation in place
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probably towards the end of the three year
transition period.

MR, HASSELBALCH: Brian
Hassel bal ch. The specific details of
post-transition operational period nmanagenent
of the Annex, joint nanagenent of the Annex,
haven't been deci ded

But we have tal ked basically that
the equi val ence assessnents woul d of course
make a finding, or the assessnents woul d
arrive at a finding of equival ence, or
non- equi val ence, or lack of information. It
woul d be stated and reported to the EU, as
well as the involved or affected nenber
st at e.

It would be up to them at that
point, then, to re-initiate our review of
their system or one or nore aspects.

What ever the glitch is, we'd re-visit it. It
woul d be pronpted by, | guess in short, the
nmenber state making a request, or providing

us with the informati on that remains
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outstanding. So that we could continue on
the reviewin that area

MR. HOLMES: There is a mechani sm
whi ch would allow this to take place post the
conpl etion of the transition phase.

MR. HASSELBALCH: The Annex doesn’t
descri be such a nechani sm

MR HOLMES: | know.

MR HASSELBALCH: But we intend
there to be such a procedure, or an allowance
for that. In other words, we don’t intend
that, just because sonebody’'s found
non- equi val ent, or that we have a |l ack of
information to make a finding of equival ence
or non- equival ence, that that’'s the end of
it for that nenber state, or that authority.

W intend that there’'s a way for an
authority to resurrect the reviewwith the
FDA. W hope that that would work in
reverse, also

MR. FAMULARE: Joe Fanulare. |If |

could just add, we really don't find sonmebody
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non-equivalent. If we really cone to a point
where we cannot find equival ence, we report
back to that authority, and the EC. As Brian
said, "These are the problens."

Then, it’s up to that authority to
cone back. O course, with the hope that any
authority would be able to answer those
probl ens, questions, or come up to the -- or
find the ability to cone up technically, or
what ever the problem m ght be, to then cone
to a finding of equival ence.

That’s why we said at the end of
the transition period, we will list those
authorities which are found equivalent. The
other authorities that you don't hear about,
either we didn't get to yet. O we’'ve
reached that point where we had to report
back, we are not finding equival ence because.

MR HOLMES: | think this mght
wel |l be a point, though, where there will be
an early recognition fromall parties that

because legislation isn’t in place, then
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equi val ence can’'t be there. Therefore, just
| ooking at the way forward for that process,
when t he Europeans are working towards
putting legislation in place, perhaps the
sanme |l egislation via I CH

MR FAMULARE: Well, of course,
when we’ ve al ready broached that subject,
even in ternms of what products will be
included in alert system exchange. Wether
or not APlI’'s can be included in the exchange
if there isn't legislation in place in nenmber
states for API. So it’'s an issue we're
al ready broachi ng.

MR, HOLMES: Thank you.

MR MARS: This is Ray Mars. |f |
could add to that just a little bit. | think
| was reading into your question whether or
not there would be a continuation of an
assessnent beyond the transition period. |
think even the MRA tal ks about re-eval uating
radi o pharnmaceuticals, and some ot her

products that are excluded during the three
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years.

So, | think the anticipation is

there that the assessment process wl|

continue, even once we get into the, quote

"operati

WIIliam

recal | s,

Fr eedom

onal " phase.
MR GAYLORD: M. MVicar?
MR,  MVICAR Thank you. M nane is
McVicar. | do a publication on
regul ations, and so forth.
|"m particularly concerned about

of Information, not only for nmy own

pur poses, but al so many government agenci es

routine
decr ees,
Justice

recal | s,

getting

y release informati on such as consent
court decisions, such as fromthe
Department. Even FDA rel eases
tal k papers.
Now, my question is, not even

to Freedom of Information, which is

going to be very difficult, but these routine

thi ngs which the public has cone to expect.

Are we going to nmove in the direction of

Eur ope,

where these things are not discussed,
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not rel eased?

O are they going to have to nove
in the direction where sone things adverse
are routinely rel eased?

M5. HENRY: |'Il speak directly on
the alert systemitself. That was one of the
concerns in devel opi ng the working system and
the fact that, in the US, we're very
concerned with alerting our public of
potential dangers to health.

For the recall information that
will be released, it’'s the sane information
that's seen in the FDA enforcenent report.
It includes things such as the firnis nane,
the reason for the recall, the consignee,
whet her or not we’ve received contact back
fromthe consignee. Any follow up
mechani sms, and corrective action.

But as far as the alert systemis
concerned, we are working jointly to make
sure that all information will still remain

avail able to the US consuners.
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MR MVICAR Is that all
i nformati on concerned with foreign firns?

M5. HENRY: That will be the
exchange of all information related to recall
that the FDA is made aware of, the
classifications being Oass One and d ass
Two.

MR McVICAR: That FDA is made
awar e of.

M5. HENRY: Right. FDA expects to
be made aware of, in a tinely manner, C ass
One and O ass Two recall notifications.

Class Three notification actions are not as
severe. They do not cause an injury to
health. They don’t cause potential death.

So that information will be
received, but it won't be received in a
tinmely manner, as what we would receive with
Recal | d assification One and Two.

MR MVICAR | want to commend
FDA. This is a very difficult assignnent.

Lots of | uck.
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MR, GAYLORD: Joseph?

MR FAMJULARE: | just

wanted to add to your overall concerns, in

terns of FDA releasability of information.

W' ve al ready stated when we published our

rule that we intend to treat EIR s that we

receive, and nornally endorse as we woul d our

own, in ternms of Freedom of |nformation.

We're |l ooking with that view

overall on all docunents that

that are obtai ned,

to the degree our | aws

allow releasability now, in general, we wll

conti nue to handl e those docunents in the

sane manner. In terns of, if we use themto

make a regul atory decision, then the public

is entitled to themas if FDA generated the

docurments on their

MR. GAYLORD: Any other panelists |like

own.

to addressthat? Linda?

M5. HORTON: About inspection

reports. There also is a sensitive issue of

FDA' s assessnent of a foreign country’s

regul atory system

At the point where FDA

FDA nmi nt ai ns,
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makes a finding of equivalence, there will be
made public a summary of the basis, as we
pronised in our rul e naking.

During the prelimnary stages,
however, | think people can understand
there’'s a great deal of sensitivity about
| ooki ng at other country’s systens.
Particularly when there still is some work to
be done. So there is -- there is that issue
that we’'re working on with the Europeans,
because it would inhibit candor and in the
deliberative process if there were premature
di scl osure of information of that nature.

But we're committed to a
transparent process, and the inplenmentation
of the MRA

MR. GAYLORD: Merton?

MR SMTH  Merton Smith. 1'd like
also to add that the issue of transparency,
as | said in ny remarks, we found our
transparency at FDA to be valuable in

protecting the public health. The feedback
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that we get frominterested parties is
critical in that.

As part of the equival ence
assessnent of each menber state, we’'ve stated
that the criteria for doing that assessnent
will include the transparency of the nember
state system So we will be assessing the
equi val ence of their transparency within the
nmenber states. So we'll have to -- obviously
there’s no way to avoid these issues at all
not that we want to.

MR, GAYLORD: M. Frey, before we
take your next question, I'd like to read one
fromthe index cards. This is fromMary
Bottari of Public Citizen.

"WIIl the FDA notice any
equi val ency decision as a proposed rule and
al |l ow public comrent on a country by country
basi s"?

MR FAMULARE: |If | could take on
that question. Qur intention is to put the

notification of equivalency in the Federa
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Regi ster, but not as a proposed rule.
Real i ze that the docket is open at all tine,
t he docket nunber that has been nentioned
already, for us to obtain any coments from
the general public, industry at |large, et
cetera. Any interested parties, of any
i nformation they may have bearing on the
equi val ency of any particul ar menber state,
or the overall process.

So that process is open for public
input. As Linda Horton said, at the end of

the process where we find an authority

equi val ent, we intend to make our record open

as to what the basis was for finding that
equi val ence.

MR GAYLORD: Linda?

MS. HORTON: |If | mght add,
nothing in this MRA changed any FDA
requi renent. Furthernore, we were adamant
about our need to go through notice and
coment rule naking on the MRA itself, it

probably was not strictly required. But we
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felt that this was such a significant public
policy that to be on the safe side, we should
do rule naking on the MRA itself. There is
not a need to go through an individua
country by country rule nmaking for each
i ndi vi dual European country, as we continue
the inpl ementation of the MRA

MR GAYLORD: M. Frey, please?

MR. FREY: Thank you. Ed Frey,
PDA. Just a quick question for Sylvia Henry.
| may be junping ahead too far, but what
ef fect does the informati on exchanged in the
alert system have on the status of NDA and
BLA approval s and suppl enents? Specifically,
in order to interrupt or suspend the
approvability of supplenents and applications
pendi ng before FDA, how nuch information do
you have to have from abroad?

MS. HENRY: Well, with the alert
systemitself, and with the nechanisns for
the informati on we expect to exchange, it

could inmpact. Because if we find out, in
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particular, usually with manufacturing
facilities, if there's a problemin one
particul ar area, there may in fact be
probl ens in anot her.

That information could alert other
i ndi vi dual s who are responsible for
conducting the review of BLA s that problens
could exist. It may not delay the process.
But it would give the Agency nore information
to go on.

MR, FAMULARE: If | might, this is
Joe Fanulare. |If | might add, one of the
things that we're realizing is that we
publish all our recall information already.
| mean so, it's no, fromthe European side,
it’s nothing new, other than nmaybe sone
earlier notifications, than when it actually
goes into the enforcenment report.

There are already sone existing
systens for us to find out from Europe when
recalls are published, and so forth. They're

not organi zed for the whol e European Union
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and organi zed

So, one of the things that we
realized in putting together, particularly
this aspect of the alert system that a | ot
of this information is already known, but
wi || now be organi zed, you know, in a nore
coherent fashion over the whol e European
Uni on.

So hopefully even today, if such a
recall would exist, and it would have an
effect on a licensing application, and so
forth, that we would al ready be aware of that
i nformation, through sonme formal and informal
nmeans that al ready exist.

MS. HENRY: | just wanted to add
one point. Sylvia Henry. The structure of
the alert systemitself is to make sure the
i nformati on, as Joseph nentioned, the
informati on that we have in the USis the
sane information that our EU menmber states
counterparts have.

So when -- and when we are alerted
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of a Recall dassification One, the EU has
that sane information. So, it's not a
del ayed process; everything is published.

MR, GAYLORD: W now have a | ega
question, it is as follows, but there is not
a nane or organizational affiliation.

It says, "Under what |ega
authority can the FDA make the Joint Sectoral
Committee closed to the public"?

MR. FAMULARE: d osed?

M5. HORTON: Cosed to the public.

MR GAYLORD: Linda?

M5. HORTON: The Joint Sectora
Conmittee is a traditional bi-latera
governnent to governnent neeting. It is not
in any way subject to one of the openness
provi sions of the statute. W have other
ways of assuring public transparency. W're
very committed to public transparency.
That’s why we’re having this nmeeting.

But the Joint Sectoral Conmittee

itself is a bilateral governnent to
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governnent neeti ng.

MR, GAYLORD: Any ot her panelists
like to address that? Raynond?

MR MARS: |’'mnot sure where the
question was directed. But it was, the
neeting as an exanple we had here in My,
think, you know, we view that as a
del i berative process neeting. So, you knhow,
again we're trying to work to get things
acconpl i shed.

| think at that point, we probably
have not invited the public, and | don’t
imgine we will in the future. W do nake
the outcomes of those neetings public.
That’'s what happened with the press
statement -- so there’'s an effort nmade to
advi se the public of what happens during
those neetings. It is posted on the Wb
site, too. So it’'s available on the
I nternet.

MR GAYLORD: All right. Wuld the

i ndi vi dual that authored this particular
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question, are they here? Wuld they like to
identify thensel ves? Your nane, please? Can
you use the nicrophone, please?

MS. RODRI GUEZ: Yeah. M nane is
Ri na Rodriguez. | work for Comunity
Nutrition Institute. Just a quick coment, |
guess. Fromwhat |I'’mhearing, it sounds |ike
groups like -- and others really aren’t going
to know until the decisions have been made.
It sounds |ike everything s closed, and then
we' Il find out afterwards

| have a problemwth that. Does
anyone have a conment about that? W’'d |ike
to know. The decisions, you know, which
countries are being reviewed? Not after the
fact, as kind of -- have decided, but a
little earlier in the process.

MR, GAYLORD: Joseph?

MR FAMULARE: Just to bring up
your concern there. [It’'s inmportant to
remenber that in assessing the equival ence of

a particular authority, it is a deliberative
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process. There will be a Iot of very frank,
back and forth discussion as to certain |aws,
regul ati ons, the way inspections are
conducted, and so forth, that will be done,
but really not finalized at that tine.

Things will happen to change, the
way we think about somrething, when nore
informati on cones forward, and so forth. So,
it wuldn't be fair, and it wouldn't chill
It woul d maybe chill the effect of our doing
a very frank and detail ed eval uati on.

Just like, if | could draw a
parallel, when we inspect a firm we' re not
giving the public a bl ow by bl ow of every
i ssue that comes up during an inspection. W
wait until the end of the inspection, when
thi ngs have been settled and then, under FO,
the report can be reveal ed. Then, there’'s
been proper opportunity on both sides to ask
and answer questions.

This is just an exanple of a

parallel as to how we do an equi val ent
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assessnent of a particular nmenber state
authority. We will cone in, or the European
Union will cone here, and we'll ask very
direct, frank questions. Look very intently
at things. Certain conclusions may be
derived very early on, which may not be
accurate, once there’'s been an opportunity to
answer them

That’'s why our Freedom of
Information [aws allow for such discretion in
rel easing such information. Wit until al
parti es have been heard, for things to be
rel eased at the end of the process.

But we have endeavored and
comitted to nake things as open and publicly
transparent as possible, as we said in the
rul e maki ng process, to publishing the final
rule, in terms of having these neetings on an
annual basis. |In ternms of posting what we
can post on a Wb site and having that open
docket to receive information on anything

that could affect our process.
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MR, GAYLORD: Any ot her panelists
like to address that? Qur next question is
fromM. Rex Rhein, of Scrip Wrld
Phar maceutical News. It’'s a two part
questi on.

It says, "Only five countries
showed up at the May neeting. Are these the
ones FDA will look to first in the
equi val ence determ nation"? The second part
is, "Who were the observers"? Raynond?
Brian?

MR, HASSELBALCH: They, of course
sel ected who would attend. | don’t know how
they didit. But it -- certainly, sone of
the big ones there. The obvious ones, |ike
UK, Gernany, France. Italy | don’t believe
was represented there, of course, a very big
manuf act urer of pharmaceutical products, as
well as active ingredients, was all there.

But there’'s no relationship between
those who attended on behal f of the EU, and

whi ch nmenber states will choose earlier than
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later in the process.

MR. GAYLORD: Are there any
additional questions that the audi ence has,
that they would like to nake at this tine?
Yes, please? M. Hol nes?

MR. HOLMES: In the docunent that
was published after the May neeting, there
was a section in heavy type in the mddle of
the docunent which | was led to believe
i ndi cated that there were doubts being
expressed during the neeting. That the
conmi tnent of the FDA to conplete the review
of all menber states during the three year
transition period.

|’ ve been hearing this norning that
there now does appear to be a comitnent to
conpl ete the process within the three year
period. 1'd like to know if that could be
confirnmed. 1'd also like to know if you have
any start date for the joint inspections
which will be undertaken, or the joint

visits. Because we expected those to kick
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off in September '99. They still haven't
seen anyt hi ng happen.

MR. FAMULARE: If | could speak to
the discussion that was held at the My
neeting. W expressed our plan, and how it
would be laid out. We namde it very clear, as
we have had, even before that neeting, in
other forns, that we will conduct the
equi val ency assessnments in accordance with
our avail abl e resources.

Does that mean that every authority
will be brought to a finding of equival ence?
It may or nmay not and we wanted to nake that
very clear to our European counterparts.

They of course, expressed, as we’'ve said here
earlier, that well they felt either al
authorities we found equival ent, or we extend
the transition period.

We reiterated how we did not fee
that the Agreenent stated that. How there's
an Article which addresses resource, you

know, limtations, and how we'll|l make our
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best faith effort. Are we committed to do
our best faith effort to | ook at each menber
state over the next three years? Yes. W
will commit to do our best faith effort.

That depends upon, again, the
availability of resources wthin FDA,
commitnents fromall centers and the field
organi zati ons which are represented here by
hi gh managenent. W hope that they’' |l be
able to put forward those resources. But
again, we have to realize the realities of
FDA's main public health nission, to do its
work, its inspections.

We have to realize that there are
factors that weigh in in doing that process,
as resource considerations. |In terns of, for
exanpl e, receiving documentation fromall of
the nmenber states, as Sylvia broached on in
her di scussion, these things are now bei ng
received in the | anguages of the menber
states, and calls upon us to | ook at nore

resources to obtain translations. My cause
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nore delay in the process.

So that's a very inportant
encunbrance that we're trying to overcone
right now. |In reviewng the paper
submi ssions, as Brian nmentioned, we're in the
first phase of the process.

If you' re | ooking for when the
actual on site audits will begin, we actually
didn’t anticipate the on site audits to start
until those paper processes were done. That
will not be until we get into the phase which
will obviously bring us into the next year

Again, it depends on the flow of
the -- on our ability to get the paper review
conpl et ed.

MR, HASSELBALCH: Brian
Hassel bal ch. To clarify, the Septenber '99
date that you're referring to as to the start
date of the inspection audits, is actually a
pl anning date for us to begin the process of
preparing for those inspection audits. W

never intended they would start Septenber
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of ' 99.

Nonet hel ess, we are del ayed a
l[ittle bit in our projection, at least, in
neeting our projection as to when we woul d
start. |’'ve |earned enough now to know not
to give you a nmonth. But perhaps sonetine
m d-year 2000 we might be in a position to
begi n inspection audits. \Which nmeans by then
we' || have to have reviewed at |east one
menber state's docunmentation. W'Ill| have had
to have conpleted at |east one nmenber state’s
system audit.

MR FAMULARE: Wth the idea, Joe
Famul are again, with the idea that we had
sufficient basis to do the on site audit in
the paper review that we did. W found
sufficient and adequate | aws, directives, and
so forth.

Because obviously if on the paper
review we hadn’t even broached that, that
threshol d, we would want to correspond and

di scuss those problens before we invested the

150



10

11

12

13

14

15

16

17

18

19

20

21

22

resource into the on site audit.

MR. GAYLORD: Are there any
addi ti onal questions that anyone would |ike
to ask at this tine? Certainly we've had a
ni ce cross section of questions, and we
appreciate that very nuch.

ADJ OQURNMENT

When we convened the panels, there
were two representatives that | neglected to
mention, that 1'd like to nention now. One

is a nmenber of the Project Managenent Team

and that’'s Ms. Judith Gushee. She's fromthe

Center for Veterinary Medicine. Also,
Dr. Robert Livingston is also fromthat
Center, as well.

So, each of those Centers, the
Center for Drugs, Biologics, as well as
Veterinary Medicine, working with the Ofice
of Regulatory Affairs, and the Ceneral
Counsel’s O fice, working in concert, in
terms of inplementation at this particular

time.
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In addition, both Walter Batts and
Li nda Horton were involved in negotiation
processes of the MRA, Walter on the
phar maceutical GW side, and Linda on the
nmedi cal devices side. So there’'s been a
continuumin this Agreenent that will
continue as tine goes on, to bear fruit.

So, this norning we’'ve | ooked at a
nunber of the people that have been invol ved
in helping to negotiate and inplenent this
Mut ual Recogniti on Agreenent for
Phar maceuti cal Good Manufacturing Practices.

As the Agency and the EU work
together to fulfill the Agreenent in its
entirety, there are three keys that the
Agency would |ike you to renenber. First, a
t horough assessnent is going to take place.
Secondly, the process will take tinme, as it
is resource intensive. Third, a
det erm nati on about equival ence for each of
the nenber states will occur.

| want to thank each one of you for
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bei ng here, and joining us today, and
participating in today's neeting. As Sharon
Hol ston mentioned, this is a third in a
series of public nmeetings that will continue
to be held, so that our constituents are
i nformed about this process.

But it’s nore than about infornmng.
It’s al so, as Sharon nentioned, a dial ogue
that we engage in. So, it’'s necessary to
have feedback fromall of our constituents:
i ndustry, consuners, and so forth. Health
advocat es, whatever the comunities that FDA
serves, we need your input as we proceed

So therefore, as was nentioned a
couple tinmes this nmorning, we have the open
docket, which is 98S- 1064. W wel cone and
ask that you would submit your conments that
you have. | noticed when | talked to sone
peopl e on the phone, they stated that they
woul d submt detailed comments for the
record. That is nuch appreciated

I f you need the address to send
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that to, please see ne, or any of the other
Agency officials that are present today. 1°'d
like to thank each of the presenters and the
panelists for com ng here today. They wanted
to share their expertise with you firsthand
and the offices that worked with the O fice
of International Prograns in putting the
neeting on.

The O fice of Consumer Affairs,
we’ ve worked with Chandra Smith Collier
there. W' ve worked with the Ofice of
Legislative Affairs, Mchael Eck was there.
Ken Nolan, in the Ofice of Public Affairs,
who was very hel pful in contacting industry
groups. Barbara Steller in the Center for
Devi ces and Radi ol ogi cal Health. Each of
them pl ayed a role so that we’'d have as nany
peopl e here as possible.

Last but not least, in helping to
put the neeting, in their thousand and one
details have to be attended to, Erik

Henri kson worked tirelessly to help this
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neeting be possible. So he's in the back,
Eri k. That is appreciated.

Finally, the hard work of the
Proj ect Managenent Team and Agency
officials, as well as their counterparts in
the EU is much evident | think fromthe
information that's been presented. As they
continue to work together, they will strive
to bring the prom se of this Agreenment to
fruition. There are sonme uncertainties. But
the commitnment on both sides is to inplenent
this Agreenent as quickly and as
expedi tiously as possible for the good of the
public health.

So, thank you for attending. For
the hand-outs that are here, please help
yourselves to them If there's any follow up
i nformation, please see us, that we can help
you with. Thank you

(Whereupon, at 12:00 p. m , the

PROCEEDI NGS wer e adj our ned. )

* * * * *
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